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COMBINED THERAPY 


in the treatment of 


TUBERCULOSIS 


The desirability of assessing the value of combinations of isoniazid and P.A\S., 
and deciding on the optimum dose combination, is clearly important. For admini- 
stration in combined therapy, cachets are available containing both ‘PYCAZIDE’ 
and ‘PARAMISAN SODIUM’. These are known as ‘PYCAMISAN’ and, in 

‘order to allow greater flexibility of relative dosage, are presented in three different 
strengths as listed below. 


‘*PYCAMISAN 25” Each cachet contains 12 cachets per day provide 
1.5 G. ‘Paramisan Sodium’ 18 G. ‘Paramisan Sodium’ 
25 mg. ‘ Pycazide’ 300 mg. ‘ Pycazide’ 

*‘PYCAMISAN 33? Each cachet contains 9 cachets per day provide 
1.5 G. ‘Paramisan Sodium’ 13.5 G. ‘ Paramisan Sodium’ 
33.3 mg. ‘ Pycazide’ 300 mg. ‘ Pycazide’ 

*‘PYCAMISAN 50’ Each cachet contains 6 cachets per day provide 
1.5 G. ‘Paramisan Sodium’ 9 G. ‘ Paramisan Sodium’ 
50 mg. ‘ Pycazide’ 300 mg. ‘ Pycazide’ 


*‘PYCAMISAN ’ is supplied in boxes of 100 


In addition to the compound preparations listed above, 
‘PARAMISAN SODIUM’ and ‘PYCAZIDE’ are also available in the following simple forms : 


‘PARAMISAN SODIUM’ ‘PYCAZIDE’ 
Trade Mark Brand Trade Mark Brand 
Sodium Aminosalicylate B.P.C. Isoniazid 
‘PASHETS'’ cachets of 1.5 G. in containers of 100, TABLETS of 50 mg. in containers of 
300 and 500. 100, 500 and 1,000. 
POWDER in containers of 100 G., 250 G., 500 G. AMPOULES Sterile aqueous solution 
and 1,000 G. containing 50 mg. in 2 ml. 
TABLETS of 0.5 G. (enteric coated) in containers Boxes of 12 and 50. 
of 100 and 500. SYRUP (Blackcurrant flavoured). 
GRANULES 663% Sodium P.A.S. (chocolate coated) One teaspoonful is approxi- 
in containers of 300 G. mately equivalent to 20 mg. 
AMPOULES Sterile aqueous solution containing of isoniazid. Bottles of 20 
2G. in 10 ml. Boxes of 6. and 80 fl. oz. 


<APt> HERTS PHARMACEUTICALS LTD., WELWYN GARDEN CITY, ENGLAND 
GM 156 
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EXPERIMENTAL PATHOLOGY 


623. Lifespan of Leucocytes in Man 

D. L. Kune and E. E. Cureton. Journal of Applied 
Physiology [J. appl. Physiol.) 5, 78-84, Aug., 1952. 
2 figs., 18 refs. 


The desoxypentose nucleic acid (D.N.A.) of mature 
leucocytes being metabolically inert, the incorporation 
into it of radioactive phosphorus (32P) at the time of 
formation of the leucocyte will result in a compound 
comparable in stability to the haemin labelled with radio- 
active nitrogen which has been used in estimating the 
lifespan of erythrocytes. This method was used at Yale 
University School of Medicine to determine the lifespan 
of the leucocytes in 7 patients suffering primarily from 
cardiovascular disease; their total and differential leuco- 
cyte counts were normal, they were free from diseases 
known to affect the leucocytes, and they could be studied 
for a prolonged period while not receiving significant 
medical treatment. A dose of 2-5 millicuries of 32P was 
administered as disodium phosphate in 50 ml. of water. 
[The route is not specified.] At frequent intervals from 
24 hours to 3 weeks thereafter 50 ml. of blood was 
withdrawn, heparinized to prevent clotting, and the 
erythrocytes allowed to settle by gravity. The super- 
natant layer was then removed with a pipette and the 
leucocytes packed by centrifugation. After resuspend- 
ing in a small amount of plasma they were again centri- 
fuged in a plastic “* straw ” sealed at one end with paraffin, 
frozen, and a clean specimen of packed leucocytes cut 
from the straw with a razor blade. The D.N.A. was 
precipitated from this specimen, purified, and ashed, the 
proportion of phosphorus present in radioactive form 
being then determined. The accuracy of this method is 
thus unaffected by fluctuations in the number of cir- 
culating leucocytes. 

During the first 4 days after administration of the 
isotope only a negligible amount of 32P was found in 
the circulating leucocytes (although a considerable 
amount was found in the bone marrow during this time). 
After the 4th day there was a sharp increase in the pro- 
proportion of 32P present, which rose in a logarithmic 
curve to a maximum on the 8th day. A plateau was 
then maintained until the 12th day, after which the 
proportion of 32P fell off, rapidly at first and then more 
slowly, radioactivity still being present on the last day 
of the experiment. The maximum rate of fall was 


observed on the 13th day after administration of 3P. 
M—O 


Thus it would appear that the majority of newly formed 
leucocytes remain at the site of formation for 4 days, 
then enter the circulation and remain there for 9 days, 
the total lifespan thus being 13 days. (The authors refer 
to unpublished work which indicates that these figures 
apply primarily to neutrophil leucocytes.) 

[Although the administration of 32P is stated to have 
caused no change in the leucocyte count in these subjects, 
this information is hardly sufficient to reassure the 
reader that a dose of 2-5 millicuries may be given with 
impunity for purposes not strictly therapeutic. ] 

H. Lehmann 


624. The Application of the Oximeter in a Clinic for 
Internal Diseases. (Onbit npHMeHeHHa OKCHreMoMeTpa 
B KJIMHHKE BHYTPeHHHX OonesHel) 

B. V. ILinsky and T. S. KisEteva. Tepaneemuyeckut 
A pxue [Terap. Arkh.) 24, 45-52, No. 4, 1952. 2 figs., 
5 refs. 


The effects of moderate exercise such as walking on 
level ground or climbing stairs, of holding the breath, 
and of various emotions on the degree of oxygen satura- 
tion of the blood were studied by means of continuous, 
** bloodless’, oximetry with a portable cathode oxi- 
meter on 40 patients, 100 to 300 estimations being made 
at intervals of 10 seconds in each case. In general it 
was Observed that the degree of saturation of the blood 
with oxygen in patients with circulatory and respiratory 
diseases varies much more widely than in healthy people. 

[The numerical results are given rather vaguely, but 
the authors present this paper as a preliminary report 
only.] A. Swan 


625. Pathologic Changes after Bilateral Nephrectomy in 
Dogs and Rats 

W. J. Korrr and E. R. FisHer. Laboratory Investigation 
[Lab. Invest.] 1, 351-363, 1952. 9 figs., 20 refs. 


In experiments performed at the Cleveland Clinic, 
Ohio, the authors have kept 14 dogs alive for 6 to 41 
days after bilateral nephrectomy by dialysis and intra- 
venous feeding. An intra-arterial pressure of more than 
150 mm. Hg, which was considered to be “ indicative of 
hypertension ’’, occurred in 10 of them. Medial hyper- 
trophic, hyaline, and necrotic lesions were seen in some 
of the arterioles and small arteries of all the hypertensive 
and, to a much smaller extent, in half of the normo- 
tensive animals. Three hypertensive dogs showed de- 
generative medial necrosis of the aorta, and two of these 
also showed degenerative and necrotic changes in the 
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cardiac and skeletal muscles; intestinal lesions were 
rare. 

Under similar conditions 15 rats survived for 6 to 
27 days, and 8 of them developed hypertension. Cystic 
medial necrosis of the aorta and necrotic changes in 
skeletal, cardiac, and smooth muscle and in the gastric 
mucosa were frequently seen. No such lesions were 
found in 2 control rats after subjection to peritoneal 
lavage for 31 and 55 days respectively. Fibrinoid 
arteriolar necrosis, seen in 3 rats, was the only change 
occurring more frequently in hypertensive animals; pan- 
arteritis was not encountered. As _ these findings 
resemble those of experimental potassium depletion, 
care was taken to exclude hypopotassaemia by making 
numerous estimations on blood and dialysate. Normal 
results were obtained, but this does not exclude the 
possibility of intracellular potassium depletion; this is 
under investigation. 

In 2 human subjects who had survived 46 and 73 days 
respectively with virtually no remaining functioning renal 
tissue no comparable lesions were found. 

[The results are rather obscurely set out and the actual 
blood-pressure levels reached and the periods for which 
they were maintained are not stated; this is an important 
omission in view of the absence of arteritis.] 

J. B. Enticknap 


CHEMICAL PATHOLOGY 


626. Amino-acid Nitrogen of the Blood in Fibrocystic 
Disease of the Pancreas 

J. R. Woiski. Glasgow Medical Journal [Glasg. med. J.] 
33, 356-360, Sept., 1952. 10 refs. 


In this investigation of tryptic activity in fibrocystic 
disease of the pancreas the author studied the blood 
amino-acid curves obtained after the administration of 
2 g. of gelatin per kg. body weight to 21 children at the 
Royal Hospital for Sick Children, Glasgow. The 
children were divided into 4 groups: (1) 3 healthy 
children; (2) 3 cases of coeliac disease; (3) 6 cases of 
marasmus and 2 of hiatus hernia, with one case each of 
acute respiratory infection, nutritional anaemia, and 
renal acidosis; and (4) 4 cases of clinically diagnosed 
fibrocystic disease of the pancreas. The first three 
groups were used as controls; the amino-acid content 
of the blood was measured after fasting for 5 hours and 
at intervals of 1, 2, and 3 hours after the administration 
of the gelatin dissolved in 20 to 40 ml. of water. Capil- 
lary blood was obtained from the heel, and its amino- 
acid content measured by the method of Frame, Russell, 
and Wilhelmi (J. biol. Chem., 1946, 149, 255). 

In the control group one child with marasmus did not 
show any increase in blood amino-acid content after the 
gelatin, nor on repetition of the test one month later, 
when the child had gained 1 kg. and was 84% of his 
expected weight, did the curve show a significant rise; 
in 2 cases of fibrocystic disease there was no significant 
increase in blood amino-acid content, and in the remain- 
ing 2 there was a marked fall compared with the fasting 
level. The author considers that a fall in the blood 
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amino-acid level or a failure to rise more than 0-5 mg. 
by the third hour following the ingestion of the gelatin 
is probably significant, providing the clinical picture 
agrees with such a diagnosis. M. J. H. Smith 


627. The Colloidal-red Test. 
colloidale) 

G. Monti and G. ILLING. Policlinico, Sez. Chirurgica 
[Policlinico chir.| 59, 193-203, July—Aug., 1952. 19 refs. 


The colloidal-red test for the colloidal instability of 
the blood serum in pathological conditions was first 
described by Maizels (Lancet, 1946, 2, 451). In their 
work at the University of Rome the authors have used 
the test as modified by Ducci (Gastroenterology, 1950, 
14, 20). In this paper they describe their attempts to 
establish some relation between the protein content and 
the colloidal instability of blood serum, on the assump- 
tion that such instability is related to liver damage. 
They found that various tests gave positive reactions 
with a frequency which was proportional to a general 
instability of the serum, and in particular the colloidal- 
red reaction showed considerable sensitivity. In a series 
of patients suffering from diseases of the chest (sup- 
puration, pulmonary tuberculosis, and tumour of the 
lung) they showed that there was a definite correlation 
between the positivity of the colloidal-red reaction and 
an increase in the labile globulin fraction of the serum. 

They conclude, however, that the test has no specific 
value as a test of hepatic function, but that it has great 
sensitivity as an indicator of general abnormality of the 
serum. E. Forrai 


(La prova del rosso 


628. 
Man 
W. A. Bropsky, S. Rapoport, H. N. GRAUBARTH, and 
A. H. Levxorr. Journal of Applied Physiology [J. appl. 
Physiol.] 5, 62-72, Aug., 1952. 5 figs., 26 refs. 


It has been shown that, during osmotic diuresis in 
the dog and in man under conditions of restricted water 
intake, the urinary volume is determined by the total 
amount of all solutes in the urine rather than on that . 
of any single constituent. After loading with non- 
electrolytes the pattern of ion excretion rises in a pre- 
dictable manner, and this pattern is altered specifically 
after loading with various electrolytes. The aim of the 
work here reported from the University of Louisville 
School of Medicine, Kentucky, was to develop a 
standardized technique for the measurement of renal 
osmotic function and to determine the response of the 
normal human kidney to loading with a single non- 
electrolyte—mannitol. To.15 healthy men, aged 21 to 
35 years, who had taken no food or water for 16 hours, 
a 25% solution of mannitol was given intravenously. 
The initial dose was 180 mOsm. per 1-73 sq. m. of body 
surface, calculated to add 20 mOsm. per litre of distri- 
bution volume, and this was followed by a maintenance 
infusion at a rate of 1% of this dose per minute. The 
infusion fluid contained sufficient para-aminohippuric 
acid (PAH) to maintain a plasma level of 3 mg. per 100 
ml. for the measurement of renal plasma flow. After a 
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20-minute interval to allow equilibrium to be reached, 
urine and blood samples were collected at intervals of 
10 to 20 minutes for 1 to 14 hours, their content of 
mannitol, urea, sodium, chloride, and PAH determined, 
the osmotic activity of the urine measured by the freezing- 
point method, and that of the blood calculated from the 
concentration of the solutes. In all experiments control 
measurements of the same values were made before 
loading with mannitol. 

Before loading with mannitol the average renal osmotic 
work was calculated to be 0-41 g. cal. per minute per 
1-73 sq. m. body surface, and after mannitol was given 
it increased to levels as high as 3 g. cal. Mannitol 
excretion accounted for about 80% of the thermo- 
dynamic effort. The relation of the rate of excretion of 
Na in the urine to the total solute load was almost 
linear, and the same applied to the excretion of Cl and 
of mannitol. Thus the relative proportions of Na, Cl, 
and mannitol in the urine were approximately the same 
over a wide range of osmotic loads, and the authors 
suggest that determination of the relation between 
urinary flow and osmotic load may provide a sensitive 
measure of the capacity of the kidney to conserve water. 
It is also suggested that the constancy of the relations 
between flow and load and between the concentration 
of the urinary solutes indicates that the most distal portion 
of the tubule may function solely as an “‘ osmometer ”’, 
reabsorbing a constant amount of water for a given 
amount of solute. Thus the finding of abnormal pro- 
portions of urinary solutes with a normal flow-load 
pattern would suggest a tubular defect proximal to the 
site of concentration of the urine. Salt-losing states 
would be indicated by a high proportion of Na or Cl, 
and salt-retaining states by a high proportion of mannitol, 
among the total urinary solutes. H.. Lehmann 
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629. A Survey of Thyroid Glands Obtained at Autopsy 
in a So-called Goiter Area 
J. B. HAzARD and N. KAUFMAN. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] 22, 860-865, 
Sept., 1952. 3 figs., 4 refs. 


A study has been made of 408 thyroid glands obtained 
at consecutive necropsies on adults at the City Hospital, 
Cleveland, Ohio. All but 11 of the patients had lived 
in the Cleveland area for 5 years or longer, and 24% 
were negroes. 

Each gland was weighed in the fresh state, and after a 
small block had been removed for immediate histological 
examination the gland was fixed for several weeks in 
10% formalin in 80% ethyl alcohol. After fixation the 
gross appearance of slices 1 to 3 mm. thick was noted 
and representative blocks were taken for microscopical 
examination. 

Of the 408 glands 213 were without nodules and the 
average weight was 25-9 g. An adult thyroid gland was 
regarded as goitrous if it weighed more than 35 g.; by 
this standard 8°% of glands were goitrous. One or more 
nodules were present in 42% of glands.. A solitary 


nodule, 1 cm. or more in diameter, was observed in 2% 
of the glands. Other findings included a papillary 
adenoma in 1 gland, primary carcinoma in 2 glands, 
secondary carcinoma in 2 glands, a “* nonencapsulated 
sclerosing tumour” in 1 gland, focal lymphocytic in- 
filtration in 9 glands, and squamous metaplasia in 
3 glands. Struma lymphomatosa was present in 2 
instances. A, Wynn Williams 


630. Pigmented Basal-cell Tumours of the Skin 

J. H. W. Brrrect. Australian and New Zealand Journal 
of Surgery [Aust. N.Z. J. Surg.| 22, 47-59, Aug., 1952. 
10 figs., 35 refs. 


The author considers that the existence of pigmented 
skin tumours which are not melanomata is still in- 
adequately recognized. He collected a series of 1,780 
“predominantly basal-cell”’ tumours from four Mel- 
bourne hospitals. These were apparently nearly all of 
the rodent group, but included 29 seborrhoeic warts 
(verruca senilis). Examination of routine-stained sec- 
tions revealed visible melanin in only 66 of the rodent 
tumours (3-7%) and in 26 seborrhoeic warts. The 
clinical and histological details of the 66 pigmented 
rodent tumours are tabulated. In 8 cases a clinical 
diagnosis of melanoma was known to have been made, 
and in 3 others a histopathological diagnosis of malignant 
melanoma had been made. The prognostic importance 
of mistakes of this kind is emphasized by the fact that 
in none of the cases has there been any recurrence. 

Bernard Lennox 


631. Bronchiogenic Carcinoma, a Product of Multiple 
Sites of Origin 

E. J. McGrath, E. A. GALL, and D. P. Kesster. Journal 
of Thoracic Surgery [J. thorac. Surg.] 24, 271-283, Sept., 
1952. 7 figs., 30 refs. 


In an investigation of the site of origin of broncho- 
genic carcinoma 87 lungs were examined, 50 obtained 
at necropsy and 37 by surgical excision. After inflation 
and fixation in 10% formalin large blocks were pre- 
pared from cancer-bearing areas and adjoining tissues, 
an average of. two large sections being cut from each 
specimen. In 13 lungs the bronchial mucosa in the 
immediate vicinity of the main tumour was found to 
be the seat of a pre-invasive squamous-cell carcinoma, 
and these contiguous plaques ranged in total length from 
1 or 2 mm. to as much as 7 cm. beyond the limits of the 
growth proper. In 19 lungs identical microscopic foci 
were found which, however, lacked continuity with the 
main tumour. From 1 to 10 cm. of normal mucosa lay 
between the latter and the separate foci, up to 6 such 
independent lesions being detected in the same specimen. 
These independent lesions were situated in the main 
bronchus as well as in subsidiary branch bronchi and, 
though usually of small dimensions, measured in some 
instances up to 3 cm. in diameter. Both manifestations 
—the contiguous plaques and the independent micro- 
scopic malignant lesions—were co-existent in 7 lungs, 
in 25 lungs one or other was encountered, while in 5 
additional lungs 2 grossly visible, independent carcino- 
mata were observed. Histologically there were different 
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structural patterns in 45 of the 87 lungs, with as many 
as 5 different types of carcinoma in one specimen. 
The authors interpret this as indicating coalescence of 
originally separate carcinomatous foci of different micro- 
scopical structure. R. Salm 


632. An Electron-microscopical Study of Silicotic Pul- 
monary Fibrosis. (Recherches au microscope électro- 
nique sur les fibroses pulmonaires silicotiques) 

A. Poticarp, A. COoLLeT, and L. RALyTE. Presse 
Médicale (Pr. méd.] 60, 1419-1421, Oct. 22, 1952. 
8 figs. 

A general description is given of the appearance under 
the electron microscope of silicotic masses from two 
lungs, one with and one without tuberculosis, specimens 
from which had been teased by microdissection. It was 
found that a great many of the dust particles present 
were sub-microscopic—in one specimen 50% were less 
than 0-O5u. [The table of particle counts at different 
magnifications suggests that with increased magnification 
the size of the largest particles seen decreased, so that 
the percentages given are of doubtful significance.] It is 
suggested that these sub-microscopic particles, which are 
also found in airborne dust clouds, play an important 
part in the production of silicosis. 

The particles were enclosed in a network of collagenous 
fibres which were best seen after the tissue had been 
subjected to tryptic digestion to remove the ground sub- 
stance. Two types of collagen fibre were seen: regular 
bands of parallel fibres which were assumed to be from 
the pulmonary interstitial tissues, and irregularly dis- 
posed finer fibrils which were presumably silicotic in 
origin. The dust particles were scattered on and between: 
these fibrils, and in specimens prepared without tryptic 
digestion they appeared to be adherent to the ground 
substance as well as to the fibrils. In some partially 
digested preparations there seemed to be a flocculent 
material surrounding each particle, possibly indicating 
an alteration in the ground substance produced by the 
siliceous material. It was found that whereas the distri- 
bution of the particles was irregular, that of the col- 
lagenous fibrils was quite uniform, which suggested to 
the authors that the fibrosis is not a direct effect of 
irritation, but is due to some more indirect effect of the 
particles on the tissue. C. M. Fletcher 


633. Structural Alterations within the Aortic Intima in 
Infancy and Childhood 

J. T. Prior and D. B. Jones. American Journal of 
Pathology {Amer. J. Path.] 28, 937-945, Sept.—Oct., 1952. 
10 figs., 19 refs. 


The structural changes within the intima of the aorta 
were studied in 50 consecutive children examined at 
necropsy, serial blocks being taken from the entire 
length of the aorta. Unusual intimal thickening was 
observed in 12 of the 50 cases. The authors point out 
that while this represents an incidence of 24%, little 
significance can be attached to it in view of the variation 
in age of the patients. Of the 50 children, 39 died 
within a fortnight of birth, and in one of these 39, a 
premature infant of 74 months who died on the first 


day of life, a plaque was observed. In each of the 
remaining 11 children, ranging in age from 5 weeks to 
14 years, 1 to 3 lesions were found. The location of 16 
of the 21 plaques found was on the arch in 4 cases and 
in the lumbar or lower thoracic region in 12. The plaques 
occupied one-quarter to one-half of the aortic circum- 
ference and were elongated in the long axis of the vessel. 
Severity of the lesions could not be correlated with the 
patient’s age. Necrosis of the endothelium with de- 
position of a thrombus on the injured surface was noted 
in 3 cases and may have been associated with bacteri- 
aemia. 

The histological appearance of these plaques, which 
were composed of fibroblasts in a network of elastic 
tissue and collagen, is described in detail. 

The authors believe that these cushions arise as the 
result of the action of an unknown injurious agent on 
the subendothelial fibroblasts and the subjacent internal 
elastic lamella, which proliferate and then later de- 
generate. Concurrently, lipoid material is deposited in 
the area and excites the migration of macrophages. 

Peter Harvey 


634. Lesions in Auricular Appendages Removed at 
Operations for Mitral Stenosis of Presumed Rheumatic 
Origin 

D. C. SaBiston and R. H. Fotis. Bulletin of the Johns 
Hopkins Hospital Bull. Johns Hopk. Hosp.] 91, 178-182, 
Sept., 1952. 14 figs., 7 refs. 


The authors describe the histological changes found in 
the left auricular appendage after ‘its removal during 
mitral commissurotomy in 43 cases of ** pure”’’ mitral 
stenosis at the Johns Hopkins Hospital, Baltimore. The 
ages of the patients ranged from 21 to 48 years. Among 
the lesions present, examples of which are illustrated, 
some were non-specific, while others—Aschoff bodies 
and accumulations of Aschoff cells—were regarded as 
distinctively rheumatic. In 34 cases the corrected eryth- 
rocyte sedimentation -ate by Wintrobe’s method was 
normal, that is, below 6-5 mm. per hour for males and 
15 mm. per hour for females; rheumatic lesions were 
found in 23 of these. The frequency and extent of the 
rheumatic lesions were not related to a history of rheu- 
matic fever, or to the presence of fibrillation, or to age. 
There was some correlation with sedimentation rate, 
since all those (9) with a raised sedimentation rate, as 
defined above, had rheumatic lesions. 

E. G. L. Bywaters 


635. The Myocarditis of Poliomyelitis. (La myo- 
cardite de la poliomyélite) 

—. LARUELLE and —. REUMONT. Annales de I’ Institut 
Pasteur [Ann. Inst. Pasteur] 83, 151-155, Aug., 1952. 
3 figs. 

In experiments performed at the Belgian Neurological 
Institute white mice weighing between 13 and 18 g. were 
given intracerebral or intraperitoneal injections of several 
strains of poliomyelitis virus and certain other viruses. 
The animals developed the symptoms characteristic of 
infection with the virus concerned, and were killed at 
various intervals after infection. The hearts of the 
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infected animals and of a number of normal controls 
were then examined microscopically, 300 to 400 serial 
sections being examined in each case, the total exceeding 
24,000 sections. Myocardial lesions were found in 64:8% 
of the inoculated and in 65-6% of the control mice. The 
lesions affected both interstitial and parenchymal 
elements in focal or diffuse fashion, the muscle fibres 
showing hyperplasia, vacuolation, or oedema, and some- 
times lesions resembling Aschoff bodies were seen. In 
early lesions there was infiltration with polymorpho- 
nuclear leucocytes, and in later lesions fibrosis and 
calcification, the lesions found in both groups being 
identical. The authors conclude that this type of myo- 
carditis cannot be regarded as due to infection with the 
virus of poliomyelitis or with any other virus. It is not 
found in newborn or young mice, but its incidence 
increases steadily with age. In an appendix to this paper 
the electrocardiographic findings in 43 human cases of 
poliomyelitis are discussed by Adant. Minor ab- 
normalities were found in 2 cases only and it is concluded 
that there is no evidence of myocardial damage in acute 
poliomyelitis. E. Neumark 


636. Arteriosclerotic Stenosis of the Renal Arteries and 
its Relation to Hypertension. (Arteriosklerotische Steno- 
sen in Nierenarterien besonders bei Arterienverdoppelung 
und ihre Beziehungen zur Hypertonie) 

E. GyOr. Beitrdge zur Pathologischen Anatomie und 
zur Allgemeinen Pathologie (Beitr. path. Anat.) 112, 187- 
204, 1952. 7 figs., 33 refs. 


The author, working at the Institute of Morbid 
Anatomy, University of Ziirich, discusses the relation 
between renal ischaemia and hypertension. Out of 
3,142 necropsies performed between 1948 and 1950, 
hypertension was present in 676 cases; in 43% of these 
there was unilateral or bilateral kidney disease, and in 
87% of cases of kidney disease with hypertension there 
was unilateral or bilateral disturbance of renal blood 
flow. 

In this paper 25 of these cases are selected for dis- 
cussion. In all 25 there was narrowing of the renal 
artery at its origin from the aorta. In 8 cases the 
narrowing was due mainly to an arteriosclerotic cushion 
at the origin of the renal artery, in 11 cases secondary 
thrombotic changes were demonstrable superimposed 
on the arteriosclerotic damage of the vessel wall, and 
in 5 cases fibrosis of the intima could be demonstrated 
distal to the arteriosclerotic cushion; several tentative 
interpretations of the reason for the intimal fibrosis are 
given. In the remaining case the narrowing was due to 
endarteritis obliterans (Buerger’s disease). In 6 cases 
there were unilateral and in 4 bilateral accessory renal 
arteries. The sex and age distribution of the patients 
is given and the appearance of the kidneys is summarized. 
Generalized arteriosclerosis was usually present. The 
very high incidence of arteriosclerotic change in accessory 
‘enal arteries contrasted strongly with the low total 
number of such arteries in the series. The combined 
cross-section of the doubled arteries was in all cases 
smaller than that of the single contralateral vessel; this 
would have led to increased resistance to the blood flow 


in the vessels concerned, to malnutrition of the vessel 
wall because of increased tension, and hence to arterio- 
sclerosis. 

On the basis of these findings the cases were grouped 
thus: (1) Primary hypertension of renal origin as 
exemplified by the Goldblatt mechanism (8 cases). 
(2) Essential hypertension with secondary renal fixation: 
(a) arteriosclerotic changes in the renal artery due to 
hypertension, but which might lead to renal ischaemia; 
(b) renal arteriolosclerosis which might also lead to renal 
ischaemia; both these conditions could initiate a vicious 
circle. A further 5 possible mechanisms are outlined 
and a total of 14 cases fell into this group. (3) The 
remaining 3 cases were not due to hypertension; in 
one of them there were bilateral accessory renal arteries. 

The author concludes that unilateral interference 
with the renal blood supply may lead to one of three 
pictures: (1) diffuse renal atrophy (5% of cases); (2) 
arteriosclerotic small kidney with additional diffuse 
atrophy (49%); (3) arteriolosclerotic contracted kidney 
(46% of cases). It is recommended that special attention 
be paid to the vascular supply of the kidneys in hyper- 
piesia because of the possibility that the case may be 
amenable to surgery. Ferdinand Hillman 


637. Parenchymal Calcification of the Kidneys in 
Patients with Duodenal Ulcer 

D. L. Becker, A. H. BAGGENsToss, and J. F. Weir. 
American Journal of Clinical Pathology [Amer. J. clin. 
Path.] 22, 843-854, Sept., 1952. 6 figs., 36 refs. 


The authors’ investigation, carried out at the Mayo 
Clinic, of the kidney in cases of duodenal ulcer was 
prompted by the supposition that a relationship exists 
between alkalosis and renal calcification. Sections of 
kidney from 99 subjects who had died with active or 
healed duodenal ulcer were compared with similar 
sections taken from a control group of 99 subjects of 
the same age and sex who died during the same year 
but in whom there was no evidence of duodenal 
ulceration. Patients in whom there had been clinical 
or post-mortem diagnosis of hyperparathyroidism, 
hypervitaminosis D, lytic bone lesions, or chronic renal 
failure were excluded. 

In each case from | to 8 sections of the kidney were 
examined microscopically after staining with haema- 
toxylin and eosin and occasionally by von Kossa’s 
method. The extent of parenchymal calcification was 
then assessed, but “* dystrophic calcification ’°—namely, 
calcium deposition in obviously dead or diseased tissue— 
was excluded from the assessment. 

Calcification of the renal parenchyma was found in 
36% of the patients with duodenal ulceration and in only 
13% of the control series. The calcium deposits varied 
in amount, but were never enough to cause renal failure. 
They were scattered mostly in the cortical interstitial 
tissues and occasionally in the tubules of the cortex and 
medulla. The cause of the calcification is unknown, but 
the clinical and necropsy records suggested that medi- 
cation with alkalis might have caused asymptomatic 
alkalosis. 

Factors in the pathogenesis of renal calcification are 
briefly reviewed. A. Wynn Williams 
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638. Techniques and Interpretation of Routine Blood 
Cultures. Observations in Five Thousand Consecutive 
Patients 

P. Kotin. Journal of the American Medical Association 


[J. Amer. med. Ass.] 149, 1273-1276, Aug. 2, 1952. 
25 refs. 


This is an account of the technical aspects, and the 
results, of routine blood culture on 5,000 consecutive 
patients admitted to the Los Angeles County Hospital 
during the year 1949. 

The author first reviews some of the reported work 
on blood culture in which attention has already been 
drawn to the presence of certain bacteria in the blood 
stream of apparently healthy persons. In all cases in 
the present series simple preparation of the skin of the 
arm with alcohol was employed; 5 to 10 ml. of blood 
was withdrawn by venepuncture and transferred directly 
to three different culture media: (1) tryptose-phosphate— 
glucose broth; (2) taurocholate-glucose broth; and (3) 
tryptose-citrate broth. To all media 1% para-amino- 
benzoic acid was added, and in addition penicillinase was 
added to media inoculated with blood from patients re- 
ceiving penicillin therapy. Cultures for Brucella were 
transferred to an atmosphere of 10% carbon dioxide 
after 48 hours and were not discarded as negative uptil 
after one month’s incubation. 

Bacterial growth was recorded in 665 (13%) of the 
5,000 cases investigated, and of this number about half 
(325) of the positive cultures could be related to the 
clinical condition. Specific pathogenicity was  in- 
definite or not established in the remaining 340 cultures; 
in this group were placed cultures of an organism which 
could not be related aetiologically to the medical con- 
dition and was isolated on only one occasion. Com- 
monly accepted non-pathogenic organisms such as 
Bacillus subtilis were also included in this group. Of the 
group of patients in which bacteriology was related to 
clinical condition, pneumococci were isolated from 110, 
coagulase-positive Staphylococcus aureus from 45, 
Salmonella from 6, meningococci from 6, and Haemo- 
Philus influenzae from 6. 

It was found that nearly 7% of the positive isolations 
from the blood could not be related aetiologically 
to the clinical condition, but the author suggests 
that this does not necessarily indicate laboratory con- 
tamination. Such an experience on a single occasion 
only might well indicate contamination, but there can 
be little doubt that repeated isolation from the same 
patient indicates infection of the blood stream. This is 
especially true of isolation of coliform organisms from 
blood cultures. 

[It would have been interesting to know something of 
the clinical condition of the 4,335 patients from whom 
bacteria were not isolated by blood culture.] 

H. J. Bensted 


639. The Intracellular Distribution of Lansing Polio- 
myelitis Virus in the Central Nervous System of Infected 
Cotton Rats . 

C. E. Schwerpt and A. B. PARDEE. Journal of Experi- 
mental Medicine [J. exp. Med.] 96, 121-136, Aug., 1952. 


In this study made at the Virus Laboratory, University 
of California, of the distribution of poliomyelitis virus 
among the intracellular particles of the central nervous 
system a homogenized suspension of the brains and cords 
of cotton rats infected with Lansing virus was made in 
0-44 molar sucrose solution. By means of centrifuges 
giving 102,000 g, 11,000 g, and 600 g, the homogenate 
was separated into fractions considered to represent the 
soluble materials, the nuclei, the mitochondria, and the 
sub-microscopic particles of the cells. These fractions, 
together with the fluid used for washing purposes, were 
titrated for virus content by inoculation of serial dilutions 
into Swiss mice. Most of the virus was found to be 
present in that fraction considered to represent the sub- 
microscopic particles, but there was an appreciable 
amount in those fractions containing the nuclei and 
mitochondria. R. Hare 


640. A Study of Chick Embryo Lesions Produced by 
Influenza Viruses 

J. C. N. Westwoop. British Journal of Experimental 
Pathology (Brit. J. exp. Path.] 33, 61C-619, Dec., 1952. 
8 figs., 10 refs. 


641. The Multiplication of Tubercle Bacilli within 
Normal Phagocytes in Tissue Culture 

E. Suter. Journal of Experimental Medicine [J. exp. 
Med.] 96, 137-150, Aug., 1952. 5 figs., 34 refs. 


In these experiments phagocytes were obtained from 
the abdomen of guinea-pigs which had received an intra- 
abdominal injection of 10 ml. of normal saline containing 
0-01 mg. glycogen per 1 ml. The cells, suspended in 
fresh homologous guinea-pig serum together with 7-day 
cultures of Mycobacterium tuberculosis in Dubos’s 
medium, were allowed to settle on the surface of glass 
slides. The fluid was then washed away and the phago- 
cytes covered with a thin film of “* formvar ’’ (polyvinyl 
formal in ethylene dichloride) to immobilize them. The 
slide, with the phagocytes and the tubercle bacilli within 
them, was then immersed in tissue-culture medium and 
incubated in the presence of 5°%% carbon dioxide in air in 
a slowly rotating wheel. 

The monocytes were transformed into macrophages 
which proliferated. When virulent or attenuated strains 
of tubercle bacilli were taken up they multiplied, but an 
avirulent strain did not. In the course of multiplication 
the cells showed evidence of damage, and this was more 
noticeable if the ‘strain was virulent. Phagocytosed 
tubercle bacilli were protected against the bacteriostatic 
effect of 5 ug. of streptomycin per ml. of 

. Hare 
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642. Serological Studies on Pollen Extracts. [In 
English] 

J. J. Hort, L. S. Mynors, and R. R. A. Coomss. Acta 
Allergologica [Acta allerg., Kbh.] 5, 239-254, 1952. 
1 fig., 5 refs. 


Pollen extracts do not easily form precipitins, but 
Boyden’s technique of adsorption of proteins on erythro- 
cytes treated with tannic acid was used to obtain 
agglutination of antigenic “ coated ”’ cells by the appro- 
priate antisera. Using rabbit anti-pollen extract sera 
the authors found that there were indications of an 
underlying mosaic of antigenic specificity, and this was 
further investigated by means of inhibition tests of the 
direct agglutination reaction. It was found that by the 
time the second or third course of injections had been 
given the homologous agglutination reactions were in- 
hibited by the homologous pollen extract only. Further- 
more, there was a quantitative relation between the 
amount of antiserum used and the strength of extract 
required to inhibit the reaction. The authors suggest 
that the test, which is both semi-quantitative and sero- 
logically specific, may serve as a basis for standardizing 
the allergenic activity of extracts, though it must be 
remembered that the allergenic fractions do not neces- 
sarily correspond with the total serologically antigenic 
material. A. W. Frankland 


643. Complement-fixing Antibodies to Type 2 (Lansing) 
Poliomyelitis Virus in a Normal Population of a Sub- 
tropical Area 

N. GoL_pBLuM and J. L. MELNICK. Journal of Experi- 
mental Medicine [J. exp. Med.] 96, 175-185, Aug., 1952. 
4 figs., 15 refs. 


Of 248 samples of serum collected during 1950 in the 
vicinity of Cairo, where poliomyelitis is endemic, 171 
were tested at Yale Universify School of Medicine 
for complement-fixing antibodies for the MEF! strain 
and 248 for neutralizing antibodies for the Lansing strain 
of poliomyelitis virus. For the former test, antigens 
made from brains of mice inoculated intracerebrally 
when less than 2 days old and harvested 60 hours later 
were employed; for the latter, the method described by 
Paul et al. (Amer. J. Hyg., 1952, 55, 402) was used. 

Sera from children bled during the first 12 months of 
life were devoid of complement-fixing antibody, but 
during the 2nd, 3rd, and 4th years the percentage of 
positive findings rose steeply to about 50%. Thereafter 
it began to fall, until eventually no sera from individuals 
over 30 years of age contained any complement-fixing 
antibodies. The results with neutralizing antibody were 
quite different. From a level of 80% during the first 
3 months the curve fell to 7% during the age period 
7 to 12 months. Thereafter it rose steeply to 57% in 
the age group 1 to 2, and was 79% at 2 to 3 and 88% 
at 3 to 4 years of age, eventually reaching 96% in those 
of 30 years or more. Second bleedings made 18 months 
later in 16 children were also tested and showed that the 
time of complement-fixating antibodies varied, some 
rising and some falling. In general, subjects developing 
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complement-fixing antibodies also developed neutralizing 
antibodies, but some developed neutralizing without 
complement-fixing antibodies. R. Hare 


644. Susceptibility to Diphtheria among Elderly 
Persons. Immunization by the Intracutaneous Administra- 
tion of Toxoid 

H. D. BRAINERD, W. Kiyasu, M. SCAPARONE, and 
L. O’GarRA. New England Journal of Medicine [New 
Engl. J. Med. 247, 550-554, Oct. 9, 1952. 26 refs. 


This study was carried out in San Francisco. In this 
city the child population has been thoroughly immunized 
against diphtheria, but in spite of this the incidence of 
the disease has increased sharply during the last 6 years, 
with a concomitant increase in the average age of the 
affected patients; in about 60% of cases the patient 
was over 30 years of age, and the number of complica- 
tions and deaths was highest among elderly persons. 
This posed the problem of immunizing adults, with the 
possibility of an incidence of untoward reactions of 
some 10 to 30%. 

In an attempt to overcome this difficulty a pilot investi- 
gation on 171 volunteers from a home for the aged was 
made. All 171 persons were Schick-tested and the 
likelihood of unpleasant reactions was determined by 
the Moloney test, which consists in the intradermal injec- 
tion of 0-1 ml. of a 1-in-20 saline dilution of toxoid, red- 
ness or induration after 48 hours showing susceptibility 
to reaction. Blood samples for determination of anti- 
toxin titres were taken from all Schick-positive persons 
on the 2nd or 7th day after the Schick test. Positive 
Schick reactions occurred in 44 (26:7%) of 165 interpret- 
able tests. Positive Moloney reactions occurred in 95 
(58-3%) of 163 interpretable tests. Of the 44 Schick- 
positive persons 8 did not complete the proposed course 
of immunization. 

The remaining 36 subjects were divided into 2 groups 
of 23 and 13 subjects respectively, both groups including 
both Moloney-positive and Moloney-negative persons. 
Group | received 3 intradermal injections of 0-1 ml. of 
undiluted toxoid at monthly intervals; Group 2 the 
same amount at the same intervals, but in a 1-in-10 
dilution. After completion of immunization both groups 
were retested with Schick toxin. Before immunization 
the serum of 77:3°% of the Schick-positive subjects con- 
tained less than 0-016 unit of antitoxin per ml. (that 
is, an amount below the minimum level for immunity), 
18-2% had between 0-016 and 0-033 unit per ml., and 
4:5% had more than 0-033 unit per ml. All Moloney- 
positive persons were readily immunized by 3 intra- 
dermal injections of 0-1 m!. of the undiluted or diluted 
toxoid. Immunization was unsuccessful in 7 of 19 
Moloney-negative persons. Six minor reactions to 
toxoid occurred in 115 intradermal injections. 

The authors conclude that the intradermal injection of 
0-1 ml. of toxoid provides an effective way of immunizing 
adult Moloney-positive persons against diphtheria with- 
out causing serious untoward reactions. In their view, 
however, it is not justifiable to use this method in 
Moloney-negative subjects as they do not show a satisfac- 
tory Schick-conversion rate. K. S. Zinnemann 


Pharmacology 


645. Studies of the Bactericidal Action of Trichlor- 
acetic Acid in vitro Compared with that of Other Anti- 
septics in Common Use. (Recherches sur la valeur 
bactéricide in vitro des solutions d’acide trichloracétique ; 
étude comparative de cette valeur par rapport a celle des 
solutions antiseptiques les plus usuelles) P 
M. Darcissac and F. Boyer. Bulletin de I’ Académie 
Nationale de Médecine (Bull. Acad. nat. Méd., Paris| 116, 
384-387, June 24, 1952. 5 refs. 


The authors have compared the bactericidal activity 
of trichloracetic acid in vitro with that of other anti- 
septics in tests against Salmonella typhi, Staphylococcus 
aureus, Streptococcus pyogenes, Pseudomonas aeruginosa, 
and Mycobacterium tuberculosis (B.C.G.). They found 
that a 2% or 3% solution of trichloracetic acid, which 
is harmless to the skin and mucous membranes [sic], has 
a higher bactericidal value than 1% potassium per- 
manganate and 10% Dakin’s solution. The good results 
.obtained in dressing infected war wounds with trichlor- 
acetic acid are thus explained. They attribute the 
bactericidal value of the solution to its acidity, a 2% 
solution having a pH of 1:7. They refer incidentally to 
the observation that trichloracetic acid injected into the 
tissues of the guinea-pig causes sclerosis with much less 
necrotizing effect than phenol and other caustics, which 
has led to the clinical use of a concentrated solution in 
the treatment of certain benign and malignant tumours, 
chronic fistulae, residual cavities after lobectomy, and 
similar conditions. L. J. M. Laurent 


646. Procaine Amide and Toxic Ventricular Extra- 
systoles. (Procaine-amide et extrasystoles ventriculaires 
toxiques) 

R. CHARLIER. Archives Internationales de Pharmaco- 
dynamie et de Thérapie [Arch. int. Pharmacodyn.] 89, 
442-462, May 1, 1952. 11 figs., 19 refs. 


Procaine amide has been reported to be valuable in 
the treatment of various cardiac arrhythmias in man. 
The present experiments were made at the University of 
Liége on 9 anaesthetized dogs in order to test its effect 
against ventricular extrasystoles produced by the intra- 
venous injection of 20 to 30 yg. of aconitine nitrate per 
kg. body weight. After such doses of aconitine, ven- 
tricular tachycardia and fibrillation are not usually 
observed. 

In 3 dogs the injection of 40 mg. of procaine amide 
per kg. body weight not only did not abolish the 
arrhythmia due to the aconitine but actually precipitated 
the onset of ventricular tachycardia. In 2 of these dogs, 
in which the procaine amide was injected rapidly, 
ventricular fibrillation followed. In 3 other dogs the 
arrhythmia due to aconitine was intensified after pro- 
caine amide. An injection of 40 or 50 mg. of procaine 
amide per kg. did abolish for at least 10 minutes the 
extrasystoles produced by aconitine in three tests on 


2 animals. Sinus rhythm was also restored by procaine 
amide in 2 other animals, but for a brief period only 
(less than 10 seconds). Even after two doses of procaine 
amide it was still possible to elicit extrasystoles by giving 
more aconitine. One dog was found to have a naturally 
abnormal cardiac rhythm, and procaine amide converted 
this to a sinus rhythm. During the aconitine-induced 
arrhythmias, the injection of 60 mg. of “‘ sympatol ”’ in 
one dog and of 50 to 100 mg. of “* M-—I-36 ” (1:3-oxy- 
phenyl-1-oxy-2-ethylaminoethane) in 3 others restored a 
normal blood pressure and sinus rhythm. These sym- 
pathomimetic amines also conferred a high degree of 
protection against the effects of subsequent doses of 
aconitine. 

It is emphasized that in spite of the differences between 
the aconitine-induced arrhythmias and those found 
clinically it would be wise when using procaine amide to 
inject it slowly and in small doses, preferably under 
continuous electrocardiographic control. 

Derek R. Wood 


647. Comparison of the Tolerance of Adults and 
Children to Digitoxin 

S. Matues, H. Gotp, R. MarsH, T. GREINER, F. 
PALUMBRO, C. MessELorF, and M. PEARLMUTTER. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 150, 191-194, Sept. 20, 1952. 10 refs. 


Digitalis therapy for cardiac disease in children is a 
controversial topic. Some paediatricians have recom- 
mended digitalis as being useful, others have found it to 
be too toxic in the larger doses which are often recom- 
mended for children. 

In this paper the authors report their findings in 
a controlled comparison of the relative tolerance of 
adults and children to digitalis in the form of digitoxin. 
The ages of the 54 children ranged from 3 to 14 (average 
9-8) years and those of the 71 adults from 15 to 74 
(average 47-8) years. All the common varieties of heart 
disease with a normal sinus rhythm were represented. 
The patients selected all showed a normal RT-T seg- 
ment and a “ fairly high’? T wave in the electrocardio- 
gram. After two control electrocardiograms (leads I 
and II), a dose of digitoxin was given by mouth and a 
third cardiogram was obtained 24 hours later. At 
intervals of 4 to 8 weeks the procedure was repeated 
with different doses of digitoxin. Each patient received 
several doses (average 3-1 doses) in steps of 25% and in 
varying order. The electrocardiograms were reviewed 
by a reader who, unaware of their identity, gave his 
opinion on the presence or absence of changes in the 
RT-T segment. Not all patients received every dose, 
but a composite curve was obtained for each group 
relating the log. of the dose of digitoxin per unit of body 
weight to the percentage of patients showing changes 
in the electrocardiogram. 
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Comparison of the curves for the two groups, which 
were parallel in the middle portion of the graph, showed 
that children were more tolerant of digitoxin (tolerating 
59% more) than adults. A similar trend was found 
from an analysis of the data for the threshold dose of 
digitoxin which had been determined in 51 of the adults 
and 40 children. This threshold dose in children (6-59 
pg. per Ib. or 14°5 yg. per kg. body weight) was 41:7% 
larger than that in adults (4-65 yg. per Ib. or 10-2 pg. 
per kg.) (fiducial limits, P=0-05). Further analysis 
failed to show the age at which the growing child takes 
on the characteristics, in respect of tolerance to digi- 
toxin, of the adult. Weight did not appear to be a 
relevant factor. It is concluded that to produce the 
same effect children require larger doses than adults, 
but it is stressed that while on the basis of body weight 
larger doses in children may be favourable for clinical 
effect, individual variations in tolerance are wide and 
the difference in tolerance of adults and children is not 
great. 

[This is a good example of a well-controlled experi- 
ment in man, and the results are important. Previous 
assessments of the relative tolerance were less valid as 
the comparison was based on different end-points of 
digitalis action in children and adults. It is interesting 
to note that the conclusions differ from those arrived at 
by other workers in similar experiments with digitalis on 
kittens and adult cats.] Derek R. Wood 


648. Cardiovascular and Renal Adjustments to a Hypo- 
tensive Agent 

E. L. Witkinson, H. BACKMAN, and H. H. HEcnrt. 
Journal of Clinical Investigation [J. clin. Invest.] 31, 
872-879, Oct., 1952. 3 figs., 27 refs. 


The effect on cardiovascular and renal function of 
L-hydrazinophthalazine (“‘ apresoline’’) was studied in 
normal and hypertensive subjects at the University of 
Utah College of Medicine. The drug was given in rapid 
single intravenous doses of 0-25 to 0-5 mg. per kg. to 
5 normal subjects, 7 patients with hypertension, and 4 
with other cardiovascular diseases. In 12 of these 
(including the normal subjects and 4 of the patients with 
hypertension) there was an increase in renal plasma flow 
(as indicated by PAH clearance), the average maximum 
increase in the normal cases being 48% and in the hyper- 
tensive cases 33%. Since, however, there was no con- 
sistent change in glomerular filtration rate (as indicated 
by inulin clearance), it follows that the filtration fraction 
must have been decreased. Only in cases of hypertension 
did the systolic arterial pressure fall (by an average of 
66 mm. Hg), but the diastolic pressure fell in most cases, 
the average maximum fall being 18 mm. Hg for the 
normotensive subjects and 50 mm. Hg in cases of hyper- 
tension. No fall in pulmonary arterial pressure was 
detected when this was measured. An immediate and 
sustained increase in skin temperature occurred when 
the drug was given intra-arterially, but intravenously it 
was without effect. There was a sharp increase in cardiac 
output when the drug was administered to 4 healthy 
normotensive subjects, beginning about 15 minutes after 
injection, reaching an average maximum increase of 


110% in about 45 minutes, and then slowly declining. 
The cardiac output in 2 patients with hypertensive heart 
disease who had previously been in congestive failure 
increased by only 17% and 21% respectively. Since the 
proportionate increase in cardiac output exceeded that 
in renal plasma flow, the drug would appear to induce a 
relative decrease in renal flow. The fall in arterial 
pressure accompanied by increased cardiac output in- 
dicates pronounced peripheral vascular relaxation. It is 
therefore concluded that apresoline is a potent but 
selective vasodilator with cardiac stimulating properties, 
and that its action resembles that of the vasodilator 
component of ephedrine. 

Of side-effects, the commonest was palpitation resulting 
from a sinus tachycardia and unaccompanied by electro- 
cardiographic changes. Other side-effects included 
headache or light-headedness, flushing, tinnitus, nausea, 
vomiting, and circumoral numbness; these symptoms 
were accentuated in the upright position. | 

Adrian V. Adams 


649. Study of Antifoaming Agents and Preliminary 
Evaluation of their Use in Experimental Pulmonary 
Edema 

M. B. RoseNBLUTH, F. H. Epstein, and D. J. FELDMAN. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.| 80, 691-693, 
Aug.—Sept., 1952. 13 refs. 


It is considered probable that death in an attack of 
pulmonary oedema is, in certain cases, due to asphyxia 
from the foam which fills the airways, and that if this 
foam can be removed the effectiveness of oxygen therapy 
would be enhanced. 

Experiments were carried out to test the value of anti- 
foaming agents in controlling the foam produced when 
oxygen is bubbled through ascitic fluid under carefully 
standardized conditions. It was found that some sub- 
stances, such as octylic acid and tributylphosphate, 
although powerful antifoaming agents, were also 
bronchial irritants; others, such as ** DC antifoam A” 
(DCAA), were non-toxic but only moderately effective. 
Combined use of these chemicals in weak solutions and 
the addition of certain detergents enhanced their anti- 
foaming activity, though the latter were found to be 
toxic. Two solutions (5% and 10% respectively) of 
DCAA in ether were given by inhalation to 10 rabbits 
receiving injections of adrenaline; 5 of the 10 animals 
did not develop pulmonary oedema when their throats 
were sprayed with the DCAA solutions, while all 9 
controls developed frank pulmonary oedema. It is 
suggested that further search for more potent and safer 
antifoaming agents would be valuable. A. Paton 


650. The Respiratory Effects of Salicylate 
J. B. Cocuran. British Medical Journal [Brit. med. J.] 
2, 964-967, Nov. 1, 1952. 3 figs., 6 refs. 


The effect of salicylate, given orally and by intra- 
venous infusion, on oxygen consumption and output of 
carbon dioxide was studied in 3 patients with subacute 
rheumatism, one patient with quiescent rheumatoid 
arthritis, and 5 healthy young adults, 3 of the healthy 
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subjects acting as controls. The Knipping spirometer, 
a modified Benedict-Roth spirometer which makes it 
possible to record both oxygen consumption and car- 
bon dioxide output on the same record, was used. 

Sodium salicylate was given intravenously over a 
period of 3 to 4 hours (10.g. in 400 ml. of distilled water) 
to 2 healthy subjects and to the patient with rheumatoid 
arthritis, 10-minute spirometer tracings being taken at 
half-hourly intervals. The 3 patients with rheumatic 
fever received 1-5 to 2-0 g. of aspirin by mouth five times 
a day after a satisfactory base-line had been reached, as 
determined by three consecutive spirometer tracings 
taken each morning. Tracings continued to be taken 
after cessation of treatment until the spirometer records 
showed a return to pre-treatment levels. 

It was found that the administration of salicylates 
produced an increase in depth of respiration and a 
marked increase in oxygen consumption. The fall in 
the respiratory quotient suggested that protein or fat 
was mainly being burned, but no conclusion could be 
drawn concerning the nature of metabolic stimulation. 
It was nevertheless considered that the increase in tissue 
oxidation following salicylate administration might be 
of fundamental significance in the therapeutic action of 
the drug. A. T. Macqueen 


651. Anhidrotic Action of Atropine Human Thermo- 
regulatory Sweating 

M. J. RODMAN. Journal of the American Pharmaceutical 
Association [J. Amer. pharm. Ass.) 41, 484-487, Sept., 
1952. 3 figs., 11 refs. 


In this investigation, carried out at Georgetown 
University, Washington, D.C., 6 male subjects were 
exposed to temperatures of 104° F. (40-0°C.) and 
113° F. (45-0°C.) dry bulb and 87° F. (30-6° C.) wet 
bulb (in both tests) in a constant temperature and 
humidity chamber. Under these conditions the mean 
sweating rates after various doses of atropine by mouth 
were compared with the normal mean sweating rate. 
Sweat was collected from two bilaterally symmetrical 
areas of abdominal skin to which were attached pre- 
viously weighed plastic capsules 54 mm. in diameter 
containing highly absorbent cotton pads. The increased 
weight of the capsules at the end of a one-hour period 
represented the sweat secreted in the circumscribed areas 
during that time. The normal mean sweating rate was 
taken as the average rate in not less than 9 tests at each 
temperature in each subject over a period of several 
weeks. During the same period 3 doses of atropine 
sulphate (0-6 mg., 1-2 mg., and 2-4 mg. respectively) 
were given at least 3 times to all the subjects one hour 
before the experiment was started. 

The smallest dose of atropine caused an average 
reduction of 41% in the sweating rate. The larger doses 
reduced it very little more than the small dose, and 
caused unpleasant side-effects. The slight rise in body 
temperature observed in the control experiments was not 
increased by the smallest dose of atropine, but the larger 
doses caused a greater rise in temperature. The pulse 
rate was slightly increased in the controls after they had 
been exposed to the high temperature for one hour, and 
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this effect was slightly augmented by the smallest dose 
of atropine. The larger doses of atropine caused very 
marked increase in the pulse rate. 

[Although the author comments on the variation in 
the results obtained in these experiments, no detailed 
account is given.] P. A, Nasmyth 


652. The Action of SKF 688A (Phenoxyethyl Derivative 
of Dibenamine) upon Certain Functions of the Sympathetic 
Nervous System in Man 

W. Repiscu, E. C. Texter, R. M. Howarp, P. H. 
STILLMAN, and J. M. Circulation [Circulation] 
6, 352-358, Sept., 1952. 43 figs., 15 refs. 


A new adrenergic blocking agent, “SKF 688A” 
hydrochloride), was administered at the Goldwater 
Memorial Hospital (New York University College of 
Medicine) to 15 patients, 5 of them with hypertension, 
in doses of 40 mg. 8-hourly by mouth. The action of 
the drug in general resembled that of “ dibenamine ” 
given intravenously; its effects on the peripheral cir- 
culation lasted for as long as 13 to 17 days after its with- 
drawal. The resting blood pressure of 7 of the patients, 
4 of them with hypertension, was significantly reduced. 
Ocular effects were pronounced, inability of the iris to 
dilate in darkness developing within 72 hours in all cases 
and persisting for some 7 days after withdrawal of the 
drug; there was no significant effect on accommodation 
or intra-ocular pressure. Side-effects from the above 
dosage were marked, nasal congestion being the first to 
appear (within 48 hours), followed by weakness, listless- 
ness, drowsiness, and palpitation, all of which outlasted 
the period of administration by a considerable time. 
Nausea and vomiting, on the other hand, usually dis- 
appeared within a few days, even when administration 
of the drug was continued. 

It is concluded that SKF 688A is a valuable drug for 
the investigation of autonomic nervous function and 
that it deserves an extended clinical trial in selected cases 
of arterial insufficiency and hypertension. 

Adrian V. Adams 


653. A New Concept of Organization of the Central 
Emetic Mechanism: Recent Studies on the Sites of 
Action of Apomorphine, Copper Sulfate and Cardiac 
Glycosides 

S. C. WanG and H. L. Borison. Gastroenterology 
[Gastroenterology] 22, 1-12, Sept., 1952. 2 figs., 29 refs. 


The authors state that their purpose in this paper is 
“to integrate a series of investigations on the neuro- 
physiology of vomiting, carried out from 1948 to 1951, 
into a precise concept of organization of the central 
emetic mechanism”. In decerebrate cats electrical 
stimulation of the medullary lateral reticular formation, 
including the fasciculus solitarius, causes vomiting. 
Ablation of this region in dogs by implantation of a 
radon seed renders them highly refractory to the emetic 
action of apomorphine and copper sulphate. An acces- 
sory zone (chemosensitive trigger zone) exists in the floor 
of the fourth ventricle, corresponding in the cat to a 
portion of the area postrema; a similarly-located zone 
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exists in the dog. The zone is sensitive only to emetic 
chemicals; electrical stimulation is without effect. When 
this zone is destroyed in dogs they become completely 
refractory to large doses (1 g. intravenously) of apo- 
morphine. The site of action of this drug is, therefore, 
the chemosensitive trigger zone and not the vomiting 
centre (reticular formation) itself. In dogs in which the 
trigger zone is destroyed copper sulphate (an emetic 
acting by central and peripheral stimulation) is ineffective 
when given intravenously, even in near-lethal doses, 
but the effective dose by mouth remains unchanged, 
indicating that the central action of this substance is on 
the trigger zone, while its peripheral effect is manifest 
directly on the vomiting centre (via vagal and sym- 
pathetic visceral afferent pathways). 

On the basis of these findings, experimental pro- 
cedures are suggested for determining the site of action 
of a given emetic. The authors, using “ scillaren A” 
and lanatoside C, found that trigger-zone ablation 
markedly reduced the incidence of emesis following 
intravenous or oral administration of either drug, par- 
ticularly lanatoside C. Further, the emetic response to 
digitalis was not impaired by either gastro-intestinal or 
cardiac denervation, indicating that digitalis had an 
important central (trigger-zone) action, but that it also 
acted peripherally at some unknown site outside the 
gastro-intestinal tract. 

The production of motion sickness is also apparently 
mediated via the trigger zone; dogs which were sensitive 
to swinging movements were resistant to motion for 
many months after ablation of the trigger zone. 

R. A. Gregory 


654. Newer Synthetic Analgesic Drugs 
P. W. NATHAN. British Medical Journal (Brit. med. J.) 
2, 903-908, Oct. 25, 1952. 11 refs. 


A ccmparison has been made of the efficacy of pethi- 
dine, methodone, phenadoxone, “‘ hexanone”’, and mor- 
phine in patients suffering from chronically painful 
conditions, the method of clinical assessment being 
entirely subjective. Although only 75 patients were in- 
cluded in the investigation, as many as four experiments 
were carried out on one patient in one day, and many 
patients received 40 to 50 administrations of each dose 
of a drug, so that a statistical analysis was possible. 
Morphine was given by intramuscular injection in the 
form of the sulphate or as papaveretum (“* omnopon”’), 
or by mouth as the hydrochloride, as “* nepenthe ”’, or as 
papaveretum. The new drugs were given orally in 
tablet form or by intramuscular injection. All patients 
underwent control tests to exclude a possible psycho- 
logical factor responsible for the relief of pain. 

The mean equiactive doses found were: 18 mg. of 
amidone, equivalent to 23 mg. of morphine; 125 mg. 
of pethidine, equivalent to 16 mg. of morphine; and 
10 mg. by injection or 50 mg. orally of phenadoxone, 
equivalent to 16 mg. of morphine. Whereas morphine 
and its derivatives, pethidine, and amidone gave effective 
analgesia, the other two, phenadoxone and hexanone, 
which were analgesically equal by mouth, gave incon- 
sistent results. The effective action of amidone always 


lasted longer when the drug was given parenterally than 
when it was given by mouth. 

All the drugs caused some unpleasant side-effects, 
the chief being dizziness, nausea, vomiting, sweating, 
and dulling of intellectual activity, so that analgesia was 
not achieved without depressing the patient’s alertness. 
Myoclonic jerks were observed after administration of 
the new analgesic drugs, but not after morphine. 

The author states that these side-effects “ fix a ceiling 
to dosage ’’, so that useful effective doses can be cal- 
culated. The traditional } grain (16 mg.) of morphine 
(limits 11 to 65 mg.) has the same analgesic effect as 
12 mg. of amidone (limits 5 to 30 mg.) or 125 mg. of 
pethidine (limits 50 to 250 mg.), whether the drugs are 
given by mouth or by injection; it is equivalent to 
10 mg. of phenadoxone or hexanone when these drugs 
are given by injection. Of nepenthe, 25 minims (1-5 ml., 
with limits of 0-6 to 1-8 ml.) is equivalent to 16 mg. of 
morphine. 

Finally, he points out that most patients with severe 
pain can take large amounts of these drugs without 
becoming addicts, and do not demand drugs after their 
pain is relieved in some other way, for example by surgery. 

[Two points should be made: (1) the report depends 
entirely on subjective assessment; and (2) spontaneous 
variations in the intensity of pain might have occurred 
during the course of the series of administrations.] 

G. B. West 


655. Amidopyrine as an Antispasmodic 
L. J. Norkin. American Journal .of Digestive Diseases 


[Amer. J. digest. Dis.] 19, 273-278, Sept., 1952. 15 refs. 


Amidopyrine is an effective antipyretic and analgesic, 
and has also been shown to have some antispasmodic 
action upon smooth muscle in experimental animals. 
In spite of the demonstration that the drug sometimes 
causes granulocytopenia, the author, working at the 
Jewish General Hospital, Montreal, has used it for its 
analgesic and antispasmodic action in more than 2,000 
patients during the past 24 years. In this paper he 
analyses the results in 697 cases for which complete data 
were available. 

The majority of these 697 patients had received 
treatment previously with full doses of atropine and bella- 
donna without satisfactory relief of pain. Amidopyrine 
gave relief in 622, partial relief in 36, and failed in 39 
of these patients. It was found best to give amidopyrine 
in doses of 24 gr. (0-16 g.), together with 1/6 gr. (11 mg.) 
of extract of belladonna, up to a maximum of 6 doses, 
A series of 7 typical case-histories is presented showing 
the effect of amidopyrine treatment upon the pain of . 
duodenal ulcer, pyloric spasm, spastic colon, and chole- 
cystitis, and also in cases of persistent retching and 
hiccup. No changes in the leucocyte count were 
observed in any patient. 

The author considers amidopyrine to be a useful drug 
for the treatment of pain caused by spasm or disturbances 
of motility of the gastro-intestinal tract, provided that 
small doses are given for a limited period and that the 
physician is aware of the possibility of the development 
of granulocytopenia. L. G. Goodwin 
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656. The Urinary Excretion of Isoniazid. (L’elimina- 
zione urinaria dell’ idrazide dell’acido isonicotinico) 

B. Bretronit. Minerva Medica [Minerva med., Torino] 
43, 674-678, Oct. 15, 1952. 3 figs., 3 refs. 


At the Tuberculosis Clinic, University of Florence, 
isoniazid in doses of 2 mg. per kg. body weight was 
given by mouth to 24 patients suffering from various 
types of tuberculosis. Urine was collected at intervals 
and the content of isoniazid estimated by a colorimetric 
method. From 1:4 to 19:°5% of a single dose was 
eliminated in the urine within 12 hours; the peak rate 
of excretion occurred between 2 and 4 hours after 
administration, indicating rapid absorption. Variation 
in the rate and amount of excretion as’between individuals 
was considerable. A repeat experiment, in which iso- 
niazid was administered both by mouth and, later, by 
intramuscular injection to the same individuals in the 
same amounts, revealed no significant difference in the 
total amounts excreted, but there was more rapid 
elimination after intramuscular injection, probably as a 
result of quicker absorption. 

Urinary excretion was then studied in a group of 
patients who received, by mouth, first 2 mg. of isoniazid 
per kg. body weight and subsequently the same plus 
10 mg. of para-aminobenzoic acid (PABA) per kg. The 
effect of PABA on the rate and degree of excretion of 
isoniazid was variable, but in most cases it increased the 
urinary output and often speeded up the clearance. If 
PABA was replaced by 10 mg. of amino-acids (as a 
protein hydrolysate) per kg. the increase in elimination 
of isoniazid was of the same order. The fate of the 
“Jost”’’ isoniazid is not clear, nor is the mechanism by 
which amino-acids increase the urinary output. 

James D. P. Graham 


657. In-vitro Action of Isoniazid on Mycobacterium 
tuberculosis 

R. Knox, M. B. KING, and R. C. Wooprorre. Lancet 
[Lancet] 2, 854-858, Nov. 1, 1952. 19 refs. 


The authors have studied the effect in vitro of 
isoniazid on Mycobacterium tuberculosis. Its action is 
apparently confined to the Mycobacterium, the minimum 
inhibitory concentrations for mammalian and sapro- 
phytic strains being 0-0128 to 0-064 yg. per ml. and 1-6 
to 8-0 zg. per ml. respectively. Many other organisms 
were tested, but none was inhibited by concentrations of 
less than 1,000 ug. per ml. The minimum inhibitory 
concentrations observed with cultures of various mam- 
malian tubercle bacilli in liquid Dubos—‘“* tween 80 ”’- 
albumin medium increased when incubation was pro- 
longed, being 0-01 jg. per ml. at 10 days and 1-6 yg. per 
ml. at 34 days. This change in end-point was markedly 
less when streptomycin was included in concentrations 
which alone did not inhibit growth (0-06 yg. per ml.). 
para-Aminosalicylic acid (0-32 j.g. per ml.) in the presence 


of albumin had a similar effect, although this concentra- 
tion was inactive in the absence of isoniazid. Albumin 
alone had no effect on the action of isoniazid. 

The size of the inoculum greatly influenced sensitivity 
to isoniazid in Dubos’s medium, the human strain 
H37Rv showing 25 times more resistance when the 
inoculum was increased tenfold. The observed sen- 
sitivity was the same when cultures were incubated for 
14 days at 37° C. and 40° C. (0°01 to 0°002 yg. per ml.), 
but greater at 35° C. (0-0005 zg. per ml.). The cultures 
kept at 35°C. or 37° C. showed the usual decrease in 
sensitivity with prolonged incubation, whereas no change 
occurred in those held at 40° C. Isoniazid incubated at 
37° C. for 4 weeks in sterile Dubos’s medium lost 87:5% 
of its activity, while aqueous solutions were unchanged 
during this period or when autoclaved for 10 minutes 
at 10 Ib. per sq. in. (0-7 kg. per sq. cm.). 

Isoniazid-resistant strains of Myco. tuberculosis were 
readily produced in vitro, the minimum inhibitory con- 
centration in one experiment rising from 0-01 yg. per ml. 
to. 125 yg. per ml. after only 4 transfers. After 6 trans- 
fers in drug-free medium the sensitivity of this strain still 
lay between 8 and 40 yg. per ml. G. G. Meynell 
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658. The Bacteriostatic Action in vitro of Combinations 
of Sulphonamides and Antibiotics. (Die bakteriostatische 


Wirksamkeit der Kombination von Sulfonamiden und 
Antibiotica (in vitro-Versuche) 

J. RIcHTER. Zeitschrift fiir Hygiene und Infektiorskrank- 
heiten [Z. Hyg. InfektKr.} 134, 549-564, 1952. 30 refs. 


By serial dilutional methods in test tubes containing 
nutrient broth, the author determined the bacteriostatic 
effects of penicillin and streptomycin and of the sulphon- 
amides “ supronal”’ (a mixture of sulphadiazine, 4- 
homosulphanilamide hydrochloride, and 1-sulphonilyl- 
2-thiourea), cibazol”’ (sulphathiazole), and “ arista- 
mid ”’ (6-sulphonamido-2:4-dimethylpyrimidine) against 
the following bacteria: staphylococci, streptococci, 
enterococci, typhoid and paratyphoid bacteria, Bacterium 
coli, Proteus, and Pseudomonas aeruginosa. The experi- 
ments were carried out in three series, first with each 
substance separately, and then in different combinations. 
The minimum concentration which inhibited growth, as 
judged from the presence or absence of turbidity in the 
test tubes, was determined. 

The combination of penicillin with sulphonamides 
showed a synergistic effect only against Bact. coli; with 
several of the other substances there was an additive 
action. The combination of streptomycin with sulphon- 
amides showed a synergistic effect against haemolytic 
Staphyloccus aureus and Proteus; there was only an 
additive effect against enterococci. The combination of 
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streptomycin and penicillin showed a synergistic effect 
against streptococci, staphylococci, and Bact. coli; 
against Proteus and S. paratyphi C there was only an 
additive effect. In none of the experiments was an 
antagonistic action observed. The author stresses that 
these findings in vitro may not be readily applicable to 
clinical practice. R. Wien 


659. The Hydriodide of Diethylaminoethylester Peni- 
cillin-G, Neopenil. III. Unusually High Penicillin Con- 
centrations in Cerebrospinal Fluid following Intra- 
muscular Administration 

N. H. SCHIMMEL, W. W. WiLson, W. V. MATTEuccl, and 
H. F. Furppin. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 224, 247-251, Sept., 1952. 1 fig., 
17 refs. 


In this investigation of the concentration of various 
types of penicillin in the cerebrospinal fluid, carried out 
at Philadelphia General Hospital, 28 patients undergoing 
treatment for neurosyphilis were selected for study. 
Each was given an intramuscular injection of 500,000 
units of different preparations of penicillin in random 
order until each patient had received all the preparations 
at intervals of 6 weeks. The preparations were: “ neo- 
penil,”’ (diethylaminoethyl ester) of benzyl penicillin), 
procaine benzyl penicillin, potassium benzyl penicillin, 
dibenzylethylenediamine penicillin; (procaine benzyl 
penicillin is a depot preparation, dibenzyl penicillin is 
an ester, and potassium penicillin is most frequently used 
in the therapy of intracranial infections). Specimens of 
the blood and cerebrospinal fluid were taken one hour 
after injection of the penicillin, and the concentration of 
the antibiotic was assayed by a cup-plate method using 
Sarcina lutea as the test organism. 

While potassium penicillin produced by far the highest 
blood level (8-17 units per ml.), neopenil showed selective 
concentration in the spinal fluid, producing a level there 
of 0-12 units per ml. with a blood level of 1-8 unit 
per ml. This was 10 times greater than the spinal-fluid 
concentration from the other penicillins. The physico- 
chertical properties of this ester differ from those of 
ordinary penicillin in that less of it is ionized at normal 
tissue pH. The authors conclude that while there is as 
yet no proof of its efficacy in meningitis, it has been shown 
to be effective in pneumonia, and there is no reason to 
suppose that it will not be an improvement on other types 
of penicillin in the treatment of meningeal infection. It 
may even supersede intrathecal injection of penicillin. 

James D. P. Graham 


660. $-Diethylaminoethyl Ester of Benzyl Penicillin. 
I. A Preliminary Report on Tissue Concentrati 

R. E. Ruopes, E. T. PARMELEE, and R. J. FERLAUTO. 
Antibiotics and Chemotherapy [Antibiot. and Chemother.] 
2, 389-393, Aug., 1952. 7 refs. 


The authors confirm the finding of Jensen et al. (Acta 
path. microbiol. scand., 1951, 28, 407) that the f-diethyl- 
aminoethyl ester of benzyl penicillin can produce signifi- 
cantly higher penicillin concentrations in the lungs and 
lymphatic tissues of guinea-pigs than procaine penicillin. 
'n lung tissue the concentration of the antibiotic is nearly 


the same whether it is administered subcutaneously or 
intramuscularly. In other tissues, however, higher con- 
centrations are reached when the drug is administered 
subcutaneously than when it is given by intramuscular 
injection. This ester appears therefore to be particularly 
indicated in the treatment of penicillin-sensitive lung 
infections. A table is given showing the comparative 
concentrations of the two forms of penicillin in various 
tissues. The figures reported represent total penicillin, 
a proportion of which consists of the microbiologically 
inactive ester, which is rendered active by hydrolysis. 
It seems probable that the ester concentration in tissues 
is higher than that of active penicillin a short time after 
administration, but after longer periods the concentration 
of active penicillin is higher than that of the ester. 
Further investigation of this problem is promised. 
A, W. H. Foxell 


661. A Method of Decreasing Penicillin Sensitivity 

L. MAsLansky and M. D. SANGER. Antibiotics and 
Chemotherapy [Antibiot. and Chemother.] 2, 385-388, 
Aug., 1952. 8 refs. 


The authors report from New York a method for 
decreasing sensitivity to penicillin. Their 908 patients 
were divided into 2 groups. In Group | 897 unselected 
patients were given a total of 1,055 injections consisting 
of a mixture of 10 mg. of a soluble potent anti-histamine 
drug (‘‘ chlor-trimeton maleate’) and 400,000 units of 
aqueous procaine penicillin. Only one patient showed 
a delayed urticarial reaction 8 days after the first injection, 
an incidence of reactions of 0-:11%. Group 2 consisted of 
11 patients who had previously showed reactions to 
penicillin; they received an injection of a mixture con- 
taining 20 mg. of the antihistaminic and 600,000 units 
aqueous procaine penicillin. In this group a protection 
rate of 82% was achieved. One patient developed an 
urticarial reaction which was controlled by administering 
chlor-trimeton maleate intramuscularly and orally at 4- 
hour intervals. Another patient, whose previous re- 
action to penicillin had been an urticarial rash and anal 
pruritus, again developed resistant anal pruritus, but 
remained free from urticaria. The remaining 9 patients 
showed no untoward reactions. A. W. H. Foxell 


662. Some Properties of Nisin 

J. L. Gowans, N. SmitH, and H. W. Fiorey. British 
Journal of Pharmacology and Chemotherapy [Brit. J. 
Pharmacol.) 7, 438-449, Sept., 1952. 14 refs. 


Nisin is a relatively insoluble antibiotic which may 
be used in particulate or colloidal form. Hirsch and 
Mattick (Lancet, 1949, 2, 190) found that nisin was active 
against Mycobacterium tuberculosis in a dilution of 1 in 
50,000 to 1 in 300,000 (100 to 600 units per ml.) in 
Long’s medium, while as little as 1 to 3 units per ml. 
(1 in 10,000,000 to 1 in 30,000,000) inhibited growth in 
Dubos’s and Davis’s medium. The present authors did 
not confirm these observations. They found that the 
growth of one bovine strain in vitro was inhibited for 
12 days at a dilution of 1 in 800,000, and the titres of 
3 virulent strains, one avirulent human strain, and 7 
bovine strains ranged between | in 100,000 and 1 in 
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400,000. These results were obtained with crude nisin, 
but no greater activity was demonstrated with five 
fractions of nisin. The growth in vitro of many strains 
of Streptococcus pyogenes and Staphylococcus aureus was 
powerfully inhibited by nisin. 

Experiments in mice showed that a single intravenous 
injection of 8 mg. caused no toxic effects in a 20-g. mouse. 
After 8 daily injections of 1 mg. no symptoms of toxicity 
were observed, but histological examination disclosed 
small areas of necrosis in the liver and slight changes in 
the renal tubules. Nisin is detectable in the serum of 
mice 3 hours after intravenous injection. It is excreted 
slowly by the kidney. When injected subcutaneously 
nisin became encapsulated. Intrathecal injection into 
rabbits produced a brisk meningeal reaction, 2 of the 
rabbits dying in coma. It did not protect rabbits against 
infection with Myco. tuberculosis. Under certain con- 
ditions nisin is effective against experimental infection of 
mice with Strep. pyogenes and Staph. aureus. The 
authors suggest that in view of its great potency against 
these organisms in vitro nisin might be of value as a local 
application in the treatment of wounds in man. 

A. W. H. Foxell 


663. Laboratory and Clinical Studies on Erythromycin 
T. H. HaiGut and M. FINLAND. New England Journal 
of Medicine [New Engl. J. Med.) 247, 227-232, Aug. 14, 
1952. 2 figs. 


Laboratory and clinical tests of the new antibiotic 
erythromycin ilotycin which is produced by Strepto- 
myces erythreus, were carried out at the Thorndike 
Memorial Laboratory, Harvard University, and at Boston 
City Hospital. Erythromycin is soluble in water to an 
extent of about 2 mg. per ml. and is highly soluble in 
alcohols and some other organic solvents. It retains its 
activity unimpaired for about 8 weeks when kept in 
sterile solution either at +4° C. or in the frozen state at 
—25° C., or when heated to 60° C. for 5 minutes. How- 
ever, heating for 15 minutes either at 60° C. or at 100° C. 
results in a considerable loss of its activity. 

Erythromycin was found to be most active in a 
moderately alkaline medium, as was shown by a test 
strain of organisms the sensitivity of which increased 
nearly tenfold with each pH unit between pH 5-5 and 8-5. 
The antibiotic was active against rapidly multiplying 
organisms, and the time required to kill the test organ- 
ism (Streptococcus pyogenes) was proportional to the 
number of organisms present per ml. Within certain 
limits the lethal effect on the organisms increased with 
increase in the concentration of the antibiotic. Pneumo- 
cocci and Group-A haemolytic streptococci were the 
most sensitive, and other streptococci, staphylococci, 
Neisseria, Haemophilus influenzae, and Corynebacterium 
diphtheriae being less so. Coliform bacteria, Bacillus 
proteus, and Pseudomonas aeruginosa were all resistant. 

On a weight basis, erythromycin was essentially similar 
in its activity to penicillin. It was more active than the 
broad-spectrum antibiotics against the Gram-positive 
organisms, less active against the Gram-negative (coli- 
form) bacilli, and about equally active against Haemo- 
philus. Organisms grown in the presence of erythro- 
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mycin acquired resistance. Staphylococci and entero- 
cocci grew in 100 yg. of this antibiotic per ml. after 
3 to 5 transfers; pneumococci required 12 transfers at 
48-hour intervals; but Group A haemolytic streptococci 
and Streptococcus viridans increased in resistance only 
slightly after 20 subcultures. 

When given orally the antibiotic reached its peak 
concentration in the blood in | to 2 hours; this was 
followed by a rapid decline and disappearance of activity 
after 4 to 6 hours. Only small amounts were recovered 
from the urine. Erythromycin was given experimentally 
to 41 patients suffering from pneumonia or strepto- 
coccal, staphylococcal, and other infections in the 
following total doses and with the following results: 
(1) pneumonia (1-4 to 16-8 g.), good results in 14 cases 
and indifferent in 2; (2) streptococcal infections (2-5 to 
13-5 g.), good results in 10 cases, indifferent in 2 cases 
of scarlet fever, and no effect in another; (3) staphylo- 
coccal infections (3-4 to 6 g.), good results in both of 
2 cases; (4) diphtheria carriers (14 to 17 g.), good results 
in all of 3 cases; (5) gonococcal urethritis (1 to 3 g.), 
good results in 2 cases and no effect in 2; (6) non-specific 
urethritis (2-4 to 5 g.), no effect in the 3 cases treated. 

No toxic symptoms of any sort attributable to erythro- 
mycin have been observed in any of the patients thus far 
studied, except vomiting in one case of staphylococcal 
endocarditis. J. W. Czekalowski 


664. Effect of Subtilin on Spores of Clostridium 
botulinum 

A. A. ANDERSEN. Journal of Bacteriology [J. Bact.] 64, 
145-149, Aug., 1952. 8 refs. 


The possible extension of the use of antibiotics to the 
preservation of food is of considerable interest. Pro- 
vided there is no risk of toxicity, the essential con- 
sideration for foods of low acid content is the effect on 
Clostridium botulinum. In the present study the author, 
working in the Western Regional Research Laboratory, 
Albany, California, has examined the action of subtilin 
on 8 strains of Cl. botulinum and one of Cl. sporogenes. 

The concentrated spore suspensions were kept im the 
refrigerator, a sufficiently high concentration being used 
(34,000 to 65,000 per ml.) so that any dilution necessary 
would maintain the subtilin concentration at or below 
the non-inhibitory one of 0-01 parts per million (p.p.m.) 
and yet provide an adequate inoculation. In agar 
medium, concentrations of over 0-4 p.p.m. were com- 
pletely inhibitory. The action of subtilin and mild heat 
(20 p.p.m. and 2 minutes at 100° C.) was synergic, and 
spores which survived the subtilin—heat treatment were 
more susceptible to subsequent subtilin. 

It was found that 20 p.p.m. of subtilin lowered the 
viable count in a medium which supported rapid germina- 
tion, but that in a medium which delayed germination 
the spores were not rapidly destroyed. With 20 p.p.m. 
of subtilin and inocula ranging from 160 to 800,000 
spores per plate, no colonies grew in 30 days, but with 
1 p.p.m. of subtilin the number of colonies was pro- 
portional to the size of the inoculum, although the actual 
number was relatively small, even after 23 days. 

Malcolm Woodbine 
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665. Chronic Toxoplasmosis in Adults. (Die chronische 
Erwachsenen-Toxoplasmose) 

E. Kocu, H. Bown, E. FEeNNeR, and A. GRUTZNER. 
Deutsches Archiv fiir klinische Medizin [Dtsch. Arch. klin. 
Med.] 199, 340-358, Aug. 28, 1952. 2 figs., 50 refs. 

In a series of 24 adult patients investigated in the 
clinical departments of the University of Giessen the 
findings were regarded as definitely suggestive of chronic 
toxoplasmosis, although in no case could the pathogenic 
organism be demonstrated. Small disseminated foci of 
retinitis were found in 6 cases, and areas of calcification 
in the cerebrum in 2 cases and in the choroid plexuses 
in 5 cases. Similar calcification was demonstrated in a 
sibling in 2 cases, suggesting that intra-uterine infection 
had occurred in all 4. The cerebral ventricles were 
dilated in 8 cases, and out of 16 electroencephalograms 
recorded, diffuse disorders of rhythm were observed 
in 13 and focal changes in 10. Serological investigations 
were repeated in many cases and showed changes in the 
titres in 13. Positive serological reactions were also 
obtained in 9 of the patients’ mothers, in 7- siblings, and 
in several other relatives. It is suggested that toxo- 
plasmosis may not be such a rare disease as is generally 
thought. E. Neumark 


666. Epidemic Hemorrhagic Fever of the Far East 
(EHF) or Endemic Hemorrhagic Nephroso-nephritis 

C. F. Mayer. Laboratory Investigation [Lab. Invest.] 
1, 291-311, 1952. 12 figs., 50 refs. 


Epidemic haemorrhagic fever of the Far East is a 
specific infectious disease, endemic in the Manchu- 
Russo-Korean triangle of Asia, of which little has 
hitherto been heard outside Russia and Japan. The 
present aecount of the disease is based on a comparative 
study of the literature from those countries, together 
with post-mortem material obtained by the U.S. Armed 
Forces Institute of Pathology from some 50 fatal cases 
occurring in Korea in 1951. It is described as a virosis 
with a natural reservoir in local rodents, the vector 
being suspected to be a mite [but this description 
appears to be based solely on epidemiological deduction]. 
Clinically, after 11 days’ incubation there is a week of 
pyrexia ending by crisis. The disease then assumes one 
of four forms: grippo-typhoid, gastro-intestinal, uraemic, 
or meningo-encephalitic. Mortality is about 10%, most 
deaths occurring in the second week. 

The necropsy findings in most of the organs are 
attributable to either multiple capillary or single massive 
haemorrhages, but there is a high incidence of renal and 
pituitary necrosis which cannot be entirely accounted 
for by the accompanying interstitial haemorrhage. 
There is said to be some histological evidence of vaso- 
paralysis, with vasodilatation, capillary stasis, and hae- 
morrhage, and the disease has been called a generalized 
capillary toxicosis. Some remarkable examples of un- 


even distribution of the lesions are, however, regularly 
encountered, the haemorrhage being limited in the heart 
to the endo- and epicardium of the right auricle, in the 
kidney to the juxta-medullary zone, in the liver to the 
subcapsular zone, and in the adrenal glands to the zona 
fasciculata. In some of these organs the distribution 
may be explicable on anatomical or functional grounds, 
but in others it must be due to localizing pathogenetic 
factors. 

[The appearances in two of the photomicrographs of 
renal tissue reproduced closely resemble those seen in 
acute renal failure following crushing or exsanguination; 
it seems possible that both renal and pituitary lesions 
originate in a fall in blood pressure following a major 
haemorrhage.] J. B. Enticknap 


667. Viral and Bacillary Dysentery. A Dual Epidemic 
H. A. REIMANN. Journal of the American Medical 
Association [J. Amer. med. Ass.] 149, 1619-1623, Aug. 30, 
1952. 6 figs., 26 refs. 


In an epidemic of dysentery which occurred in 
Philadelphia in the late summer of 1951 and affected 
78 patients, two separate aetiological agents were present: 
one was Shigella sonnei, the other was not identified. 
S. sonnei was cultured from the stools of 12 patients, all 
nurses in one hospital, who became ill over a 3-day 
period. In these cases the disease was of moderate 
severity and short duration. 

The cases in which no causative organism could be 
isolated occurred over 29 days, and were not confined to 
hospital personnel. The disease was of short duration 
and varied in severity, some patients being ambulant 
and others moderately ill. Spread appeared to be by 
personal contact; there was no resemblance to a milk- 
or water-borne epidemic. 

Clinically, there was no distinction between the two 
groups of cases. The author suggests that a virus was 
the cause in the second group, but admits that Shigella 
may well have been undetected. As the duration of the 
disease was short and treatment (by various antibiotics) 
was not standardized, critical assessment of the results 
of treatment was not possible. 

H. David Friedberg 


VIRUS DISEASES 


668. Prognosis of Palsies from Cranial Nerve Involve- 
ment in Poliomyelitis 

H. U. Ze_tweGer and E. GABATHULER. Pediatrics 
[Pediatrics] 10, 127-130, Aug., 1952. 4 refs. 

The authors analysed 713 cases of paralytic polio- 
myelitis seen at the Children’s Hospital, Ziirich, during 
the years 1932-48. The mortality rate in children with 
bulbar poliomyelitis was four times that in children with 
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spinal paralysis. When children in the former group did 
survive, however, recovery was more rapid and complete 
than in those with spinal paralysis. A follow-up 
examination 2 to 18 years after onset in 59 patients with 
69 cranial-nerve paralyses revealed that 18 of these 
patients had 19 residual paralyses of minor degree, but 
that in no case did the paralysis appear to interfere 
with the life of the patient. A. T. Macqueen 


669. Bulbar Poliomyelitis 

M. J. Fox, J. F. Kuzma, and C. L. JUNKERMAN. New 
England Journal of Medicine [New Engl. J. Med.) 247, 
276-279, Aug. 21, 1952. 8 refs. 


The authors analysed 1,863 cases of poliomyelitis, 
extending their survey over a period of 12 years so as to 
minimize the variation in the pattern of epidemics from 
year to year. The 415 cases of bulbar poliomyelitis, 
which accounts for most of the deaths from acute polio- 
myelitis, were subdivided according to the dominant 
bulbar manifestation into 4 groups. 

The first group included cases with bulbar encephalitic 
manifestations, either diffuse (33 cases) or focal (4 cases), 
mortality being 21% and 25% respectively. The diffuse 
type was characterized by apprehension, rapidity of 
ideas, hyperactivity, confusion, irrationality, and coma; 
and the focal type by aphasia, spastic hemiparesis, myo- 
clonic jerks, or convulsions. 

The second group, consisting of cases of bulbar central 
autonomic involvement, was further subdivided into those 
in which there were signs of respiratory failure (39 cases) 
and those with signs of circulatory failure (23 cases), 
mortality being 98% and 92% respectively. In the former 
sub-group there was shallow and irregular breathing and, 
even with an adequate airway, cyanosis, tachypnoea, and 
evidence of hypoxia in the terminal stage. In the latter 
sub-group there was usually a rapid, weak, and irregular 
pulse, with marked hypotension; some patients, how- 
ever, had essential hypertension. 

The cases with bulbar cranial manifestations, con- 
stituting the third group, were subdivided into those with 
upper cranial-nerve involvement (30 cases, no deaths) 
and those with lower cranial-nerve involvement (123 cases, 
mortality 20%). In the former sub-group the seventh 
nerve was most commonly affected. Damage to the 
lower cranial nerves constituted a definite threat to life, 
patients being unable to swallow their accumulated 
secretions and sometimes developing reflex spasm of 
the glottis or abductor paralysis of the vocal cords. 
The authors suggest that in selected cases of this type 
early tracheotomy may reduce mortality. 

The fourth group contained 163 cases with bulbar and 
spinal-cord involvement, mortality being 25%. Death 
occurred in those cases in which there was involvement 
of the intercostal muscles or the diaphragm. 

The authors found that there were no great differences 
in age and sex incidence between the patients with bulbar 
poliomyelitis and those with the non-bulbar form of the 
disease. Necropsy, which was performed in 66 cases of 
bulbar poliomyelitis, revealed that the location of inter- 
stitial inflammation in the brain substance was not very 
closely related to the clinical findings, which were more 
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closely, though inconstantly, correlated with neuronal 
changes. Such correlations, however, were frequently 
impossible owing to the difficulty of making a complete 
neurological examination of a critically ill patient and a 
careful assessment of the function of one part of the 
central nervous system in the presence of widespread 
damage. The authors consider that a full clinical assess- 
ment should always be attempted, since the prognosis 
and efficiency of treatment depend upon it. 
J. V. Armstrong 


670. Aureomycin in Mumps 

L. Homer and W. N. Donovan. Journal of the American 
Medical Association [J. Amer. med. Ass.] 150, 465-467, 
Oct. 4, 1952. 


Two identical groups of patients, 24 patients in each, 
with epidemic parotitis were treated, one group sym- 
tomatically and the other symptomatically and with 
aureomycin. The patients were evaluated for the effect 
that aureomycin exerted on the development of com- 
plications, duration of acute febrile illness, and duration 
of glandular swelling. No significant differences were 
demonstrated on the duration of the febrile period or 
duration of glandular swelling. We feel that the develop- 
ment of any of the complications of mumps is purely 
fortuitous and that the incidence of 2 patients with 
meningo-encephalitis in the symptomatically treated 
group as compared with no patients in the aureomycin 
treated group does not reflect any protective action of 
aureomycin. This lack of ability to protect against 
complications is further emphasized by the fact that the 
group receiving aureomycin had 6 patients in whom 
orchitis developed after they had had at least 24 hours 
of therapy, while the group treated symptomatically had 
5 patients in whom complications developed, including 
the 2 patients with meningo-encephalitis after 24 hours 
of hospitalization. In our study, we were unable to 
demonstrate that aureomycin had any beneficial effect 
in epidemic parotitis (mumps) or its complications.— 
[Authors’ summary.] 


671. The Prevention and Treatment of Mumps Orchitis. 
(Prévention et traitement de l’orchite ourlienne) 

R. CrosnierR. Presse Médicale [Pr. méd.] 60, 1398-1399 
Oct. 18, 1952. 


In this paper from the Val-de-Grace Hospital, Paris, 
the author advocates the routine use of the synthetic 
oestrogens in the prevention and treatment of mumps 
orchitis in adolescents and young adults. It is claimed 
that the administration of these hormones for 10 days 
from the start of an attack of mumps will prevent the 
development of orchitis. The dosage recommended is: 
of diethylstilboestrol or hexoestrol, 2 mg. daily; or of 
dienoestrol, 1 mg. daily. If administration is started 
later in the course of the attack the prophylactic effect 
becomes progressively less certain even with increased 
doses, but orchitis, if it develops, is less severe. When 
orchitis has developed in untreated cases the use of 
oestrogens will procure rapid subsidence and freedom 
from degenerative sequelae. In this case the dosage is 
5 mg. of diethylstilboestrol or hexoestrol or 3 mg. of 
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dienoestrol daily. Despite clinical cure, treatment should 
be continued for 10 days. No mammary changes have 
been noted with this dosage, suggesting that the hormone 
is “* fixed ’”’ by the affected testes. 

The infiltration of the lumbar sympathetic chain with 
procaine is mentioned as a relatively effective prophy- 
lactic and curative procedure, but it is considered to 
have been displaced by oestrogen therapy. In some un- 
treated cases of orchitis transient atrophy of the testis 
has been noted with subsequent structural and functional 
recovery. The use of gonadotrophic hormones in the 
treatment of these cases is discussed. 

[The author’s conclusions are stated dogmatically and 
no account is given of the work on which they are based.] 

T. A. A. Hunter 


672. Congenital Vaccinia and Vaccinia Gravidarum 
P. MacArtHurR. Lancet [Lancet] 2, 1104-1106, Dec. 6, 
1952. 1 fig., 11 refs. 


See also Pathology, Abstract 635; Bacteriology, 
Abstract 643. 
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673. Treatment of Brucellosis with Aureomycin or 
Terramycin Combined with Dihydrostreptomycin 

W. E. Herre_t and T. E. BarsBer. Postgraduate 
Medicine (Postgrad. Med.] 11, 476-486, June, 1952. 
9 refs. 


The authors began the treatment of brucellosis with a 
combination of aureomycin and dihydrostreptomycin at 
the Mayo Clinic in 1948, and later published a report 
of the results in 35 cases, in 25 of which the diagnosis 
was confirmed by culture of the organism (J. Amer. 
med. Ass., 1950, 144, 519; Abstracts of World 
Medicine, 1951, 9, 323). The present paper contains a 
follow-up report on the original 25 proven cases together 
with details of 35 further cases Which have since been 
treated by the same method or with terramycin in place 
of aureomycin, this latter combination having proved 
equally effective in the treatment of experimentally in- 
duced brucellosis in mice. 

Of the 60 patients treated, 43 had culturally proved 
brucellosis. The number of patients treated with aureo- 
mycin and dihydrostreptomycin was 45, the remaining 
15 being treated with terramycin and dihydrostrepto- 
mycin. The plan of treatment consists in giving 3 g. 
of aureomycin or terramycin daily by mouth and 1 g. 
of dihydrostreptomycin intramuscularly each morning 
and evening, this being continued for 12 to 14 days in 
acute cases. In localizing forms of the disease the dose 
of dihydrostreptomycin is reduced to 0°5 g. twice daily 
and the course continued for 3 to 4 weeks, no evidence 
of neurotoxicity having been found with this dosage. 
Nausea and vomiting occasionally occur as a result of 
taking the aureomycin or terramycin by mouth, but can 
usually be controlled with milk or alkalis. The cases 
are fully analysed in tabular form and the results of the 
‘wo combinations compared; though equally effective, 
ihat of terramycin with dihydrostreptomycin is preferred 
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since patients appear to tolerate terramycin better 
than aureomycin. In the 60 cases reported there were 
2 bacteriological relapses and one symptomatic relapse 
the follow-up period ranging from 3 months to more 
than 2 years. The authors conclude that this method of 
treatment of brucellosis, while not specific “is far 
superior to any other currently available method ”’. 
A, Forbath 


674. Intravenous Vaccine in the Diagnosis of Typhoid 
Fever and its Value as a Therapeutic Measure. (La 
reacciOn a la vacuna endovenosa para el diagndstico de 
la fiebre tifoidea y su utilidad como medio terapéutico) 
M. CARMENA and E. Moreno. Revista Clinica Espanola 
[Rev. clin. esp.] 45, 389-399, June 30, 1952. 13 refs. 


In a proportion of cases typhoid fever is difficult to 
diagnose in the early stages, blood, urine, and faecal 
cultures being negative, while the agglutination titres 
have not yet begun to increase. On the basis of a study 
of 77 patients at the Faculty of Medicine of Valencia, 
the authors recommend the intravenous injection of 
5,000,000 to 10,000,000 T.A.B. organisms in such cases 
as a diagnostic test. A rise of temperature of 2° or 3° C. 
occurs within 4 hours, the temperature returning to 
normal after 8 hours, in cases of active infection, a much 
greater rise than is seen in healthy, non-immune subjects ; 
but a similar reaction occurs in subjects who have been 
immunized or acquired natural immunity, so that the 
specificity of the test is somewhat limited. 

Therapeutic injections of 5,000,000 to 75,000,000 
T.A.B. organisms were given intravenously to 43 patients, 
67% of whom responded well, while 20% were not 
improved. It is suggested that this form of treatment 
may be even more effective if given in combination with 
oral chloramphenicol. K. Gurling 


675. Effect of Interrupted Courses of Chloramphenicol 
on Relapse-rate in Typhoid Fever 

A. T. JOHN and V. S. VinayaGAM. Lancet [Lancet] 
2, 757-759, Oct. 18, 1952. 7 refs. 


In this paper from the Stanley Medical College 
Hospital, Madras, the authors review six recent reports 
on the treatment of typhoid fever with chloramphenicol 
and observe that the average relapse rate was 26%. 
In the present report the results of treatment of 17 cases 
with single continuous courses are compared with those 
in 20 patients given interrupted courses. The standard 
treatment was 0-25 g. of chloramphenicol every 2 hours 
until the temperature returned to normal Thereafter 
0-25 g. was given 4-hourly until the patient was apyrexial 
for 48 hours. Treatment was then stopped for 5 days, 
after which a second course was started, of 0:25 g. 6- 
hourly for 6 days. (Because of the high cost of the 
drug its use was restricted to those patients who could 
afford to pay for it and those whose signs and symptoms 
indicated a severe illness, whatever their means. There 
were 7 relapses among those given a single continuous 
course (relapse rate 41%), but only one relapse among 
the 20 given interrupted dosage (relapse rate 5%). The 
total dosage of chloramphenicol in the two series 
averaged 22 g. and 19 g. respectively. T. Anderson 
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676. Personal Experience of the Treatment of Infantile 
Tuberculosis with Isoniazid. (La nostra esperienza sulla 
terapia con idrazide dell’acido isonicotinico nella tuber- 
colosi infantile) 

T. Porocettt. Minerva Pediatrica (Minerva pediat., 
Torino] 4, 582-587, July 31, 1952. 18 refs. 


From the Children’s Hospital, Milan, the author reports 
on 42 children given relatively large doses of isoniazid 
(4 to 10 mg. per kg. body weight per day) by mouth for 
periods up to 3 months. This treatment had beneficial 
effects on body temperature, toxaemia, appetite, and 
weight, but the temperature occasionally rose and fever 
sometimes developed inthose previously afebrile. General 
malaise, tachycardia, erythema, and leucopenia were the 
chief side-effects, but were never severe enough to neces- 
sitate stopping treatment. In just over half the cases 
(23) there was hilar and tracheo-bronchial node involve- 
ment, with or without foci in the lungs and pleura, and 
in a few of these the drug was injected into the pleura. 
In spite of the general improvement radiological resolu- 
tion was slow, and in 6 cases the x-ray appearance 
became more pronounced; in a few cases fresh lesions 
developed while the original focus was clearing. Of 7 
patients with meningitis, 6 were given the drug intra- 
thecally, but responded better to a combination of 
isoniazid and streptomycin than to either alone. In 6 
patients with erythema nodosum the skin eruptions 
rapidly disappeared, though there was no change in 
pulmonary foci when these were present. Three children 
with cervical adenitis improved slightly, while single 
cases of peritonitis, arthritis, and splenic tuberculosis 
did not respond. 

The adverse effects of isoniazid—the development of 
fever and the appearance of fresh foci in the lungs—are 
believed to be due to an allergic reaction caused by the 
liberation of breakdown products from tubercle bacilli 
destroyed by the drug. Since there is apparently a risk 
of aggravating the disease it is necessary to be cautious 
in using isoniazid, but the author believes it is probable 
that further investigation of the drug in these cases may 
throw light on the reactions of the human organism 
to the primary tuberculous infection. A. Paton 


677. Changes in the Size of the Erythrocytes in Different 
Forms of Tuberculosis. SPHTpO- 
UHTOB dopmax Ty6epKynesa) 

M. RossovskasA. /7eQuampua [Pediatriya] 52-55, No. 5, 
1952. 


In 179 children with various forms of tuberculosis, 
53 of whom had meningitis, the size of the erythro- 
cytes (as indicated by the M.C.V.) was determined 2 to 
4 times during their illness. Whereas the average size of 
the erythrocytes in a control group of healthy children 
was 136-9 yw}, in 71% of the children with tuberculosis 
the size was between 115 and 158 y43, in 19% between 


158 and 169 43, and in the rest between 93 and 117 p3. 
There were marked changes in the size of the erythro- 
cytes in some cases, and it is claimed that these changes 
were related to the form of tuberculosis present and the 
gravity of the disease. As the condition deteriorated, 
the size of the erythrocytes diminished. 

The author states that determination of the size of 
the erythrocytes in tuberculosis has a certain diagnostic 
and prognostic value—the smaller the size, the worse 
the prognosis. In tuberculosis meningitis, however, the 
erythrocytes are large compared with other types of 
meningitis except where miliary dissemination is present, 
when the size is very definitely diminished. 

H. W. Swann 


678. Miliary Tuberculosis in a Case of Acute Dissemi- 
nated Lupus Erythematosus Treated with A.C.T.H. 

B. WALKER. British Medical Journal [Brit. med. J.) 2, 
1076-1078, Nov. 15, 1952. 17 refs. 
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679. The Haemagglutination—Haemolysis Reaction in 
the Diagnosis of Tuberculosis. (Uber die Hamagglutina- 
tions—Hamolyse-Reaktion in der Diagnostik der Tuber- 
kulose) 

L. Popp. Klinische Wochenschrift [Klin. Wschr.] 30, 
773-779, Sept. 1, 1952. 6 figs., 15 refs. 


The author has determined the titre of about 1,500 
samples of serum from man and other animals in haem- 
agglutination tests using tuberculin P.P.D. (human) as 
antigen, and in haémolytic tests in which absorbed 
complement was added to haemagglutination-test mix- 
tures. He classifies the results as follows: Type I: 
negative or low (1 in 8) haemagglutination titre, with 
negative or low (1 in 4 to 1 in 8) haemolytic titre. 
Type II: moderate to high (1 in 16 or over) haemagglu- 
tination titre, with negative or low haemolytic titre. 
Type III: moderate to high haemagglutination titre with 
moderate haemolytic titre (1 in 16 or 1 in 32). Type IV: 
moderate to high haemagglutination titre, with high 
haemolytic titre (1 in 64 or over). Type X: negative 
or low haemagglutination titre (up to 1 in 8) with 
moderate or high haemolytic titre. Normal persons and 
patients suffering from diseases other than tuberculosis 
tended to show Type-I reactions, with relatively few 
Type-II reactions. Persons suspected of tuberculosis 
showed a high proportion of Type-III, Type-IV, and 
Type-X reactions. 

A further 150 sera were examined in parallel for haem- 
agglutination titre, haemolysin titre, Meinicke reaction, 


and tuberculin complement-fixation reaction. Two of — 


19 Type-III sera gave a positive complement-fixation 
reaction; 6 of 47 Type-IV sera gave a positive Meinicke 
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reaction, and 32 a positive complement-fixation reaction. 
Of the 74 sera in Types I and II only 2 gave a positive 
Meinicke reaction; in both of these the Wassermann 
reaction was positive. This suggests that the haemolytic 
reaction and the complement-fixation reaction run 
parallel. Though the haemolytic reaction is much more 
sensitive than the haemagglutination reaction, it appears 
to give fewer false positives in non-tuberculous persons; 
latent syphilis tends to give false Type-III results. 

From the examination of sera from large numbers of 
patients the author concludes that sera showing Type-III 
-IV, or -X reactions are usually derived from patients 
with active tuberculosis (sera with Type-IV reactions 
from cases of exudative tuberculosis), while sera showing 
these reactions are only rarely obtained from patients 
with inactive tuberculosis. Changes in the type of serum 
reaction may therefore be used to follow changes in the 
activity of the tuberculous process in patients ; this view 
is supported by an investigation of serum reactions in 
experimental tuberculosis in the rabbit. The author 
suggests that the combined haemagglutination—haemo- 
lytic reaction is not only of value in differential diag- 
nosis, but might also be found of value in estimating the 
efficacy of therapeutic substances against tuberculosis in 
experimental animals. C. L. Oakley 


680. Complications of Intracutaneous Inoculation with 
B.C.G. Vaccine in the Newborn. (Complicaties na intra- 
cutane inenting van pasgeborenen met BCG-vaccine) 

J. I. De Brune, S. VAN CREVELD, J. R. PRAKKEN, and 
M. R. H. StoprpeLMAN. Nederlandsch Tijdschrift voor 
Geneeskunde [Ned. Tijdschr. Geneesk.] 96, 2675-2681, 
Oct. 25, 1952. 3 figs., bibliography. 


From the Children’s Clinic, University of Amsterdam, 
the authors report the untoward reactions observed 
following the inoculation of infants with B.C.G. vaccine 
containing 0-33 mg. of bacteria per ml. A dose of 
0-1 ml. was injected intracutaneously into both arms of 
809 newborn infants, of whom 592 were subsequently 
followed up. There was enlargement of regional lymph 
nodes in 27-9% of cases and softening in 13-:2%. When 
a reduced dose of 9-05 ml. of the vaccine was used 
in the vaccination of a further 681 infants (454 of 
whom were examined again later) the incidence of 
enlargement was reduced to 21:1%, and of softening 
of the lymph nodes to 0-7%. The results with a further 
reduction to 0-03 ml. are not available, and at this 
point B.C.G. vaccination was stopped by the health 
authorities. 

Comparative figures for the incidence of lymphadenitis 
in other countries, most of which are below 1%, are 
discussed, and various points in connexion with the 
potency of B.C.G. vaccines are considered. The de- 
velopment of lupus vulgaris at the site of inoculation 
is noted, and the occurrence of exanthemata inter- 
mediate in appearance between lichen scrofulosus and 
papulonecrotic tuberculide, which disappeared completely 
at the age of 4 to 5 months, are reported in 5 of the 
infants in the present series. The conclusions reached 
‘rom consideration of the effects of this potent vaccine 
are that the strength of a vaccine should be dependent 


on the number of bacteria and not on the virulence, and 
that the dosage of any particular vaccine should be 
adjusted by limited trial before its general use so that a 
positive tuberculin reaction may be obtained without the 
occurrence of complications. R. Crawford 


681. Tuberculin Dosage in the Patch Test, with Par- 
ticular Reference to the Use of Transparent Adhesive 
Plaster. (Zur Tuberkulindosierung bei der Pflasterprobe, 
insbesondere bei Verwendung durchsichtiger Pflaster) 
H. Beitrdge zur Klinik der Tuberculose [Beitr. 
Klin. Tuberk.] 107, 362-370, Sept. 30, 1952. 9 refs. - 


In order to reduce the dose of tuberculin used in skin 
testing to the minimum necessary to produce a positive 
reaction in each individual, the author advocates the use 
of a patch test with a small drop of Hamburger’s tuber- 
culin ointment under a transparent cellophane cover, 
through which inspection may be made every 12 hours. 
The plaster is removed as soon as a reaction becomes 
visible, and any ointment remaining wiped off. As the 
small amount of ointment used (half the size of a match 
head) is usually absorbed within 12 hours, severe re- 
actions may still develop after the removal of the patch 
in children with active tuberculosis. The earlier the 
reaction appears the greater the sensitivity. The method 
has certain technical disadvantages and has as yet been 
tried only on hospital patients suffering from tubercu- 
losis. The test is not recommended for use in ambulant 
cases. 


[No control investigations appear to have been carried . 


_out to determirie whether removal of the plaster at the 
_ earliest possible moment does in fact reduce. the intensity 


of the reaction as compared with that occurring when it 
is left on for another 24 or 36 hours.] 


E. G. W. Hoffstaedt 
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682. The Treatment of Pulmonary Tuberculosis with 
Isoniazid 

MEDICAL RESEARCH COUNCIL TUBERCULOSIS CHEMO- 
THERAPY TRIALS COMMITTEE. British Medical Journal 
[Brit. med. J.] 2, 735-746, Oct. 4, 1952. 13 refs. 


A report is presented of the results obtained in the 
first 3 months of a trial organized by the Medical 
Research Council to compare the efficacy of isoniazid 
in the treatment of pulmonary tuberculosis with that of 
the combination of streptomycin and PAS, Because of 
the general interest aroused by the claims made for this 
easily manufactured and administered drug, the institu- 
tion of the trial, the rapid collection of a large number 
of cases, and the equally rapid assessment of results, both 
clinical and radiological, were regarded as matters of 
great urgency. The cooperation of hospitals in many 
areas was enlisted and, in the light of experience 
gained in previous trials of chemotherapy in tuberculosis, 
the necessary coordinating procedure was determined. 
The trial was begun at the end of March, 1952, and by 
the end of August 331 patients had completed 3 months’ 
treatment, of whom 173 received isoniazid in a dosage of 
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200 mg. daily, and 158 received 1 g. of streptomycin and 
20 g. of PAS daily. The treatment to be given in each 
case was determined by reference to pre-arranged lists 
based on random sampling numbers, and was unknown 
to the physician at the time of selecting the patient for 
inclusion in the trial. The types of case included were: 
(1) those with acute, rapidly progressive disease of recent 
origin; (2) other cases considered suitable for chemo- 
therapy; and (3) cases of chronic disease unlikely to 
respond to chemotherapy.. Within these groups, sub- 
groups were defined, dependent upon the age of the 
patient, the age of the lesion, and the presence of uni- 
lateral or bilateral disease. It was realized that some 
overlap between the groups and subgroups was to be 
expected, but by including a greater variety of cases than 
in previous trials it was hoped that two advantages would 
accrue, the first being that a greater number of cases 
would be available, and the second that an increased 
opportunity would be provided for studying the bacterio- 
logical effects, and especially the development of drug 
resistance. 

From the preliminary analysis of the results recorded 
during the initial stage of the trial, certain conclusions 


are drawn concerning the short-term effectiveness of. 


isoniazid, as follows. In the dosage given, and over the 
period covered, toxicity is not an important problem of 
isoniazid therapy. In general, isoniazid has the same 
degree of short-term effectiveness as the combination of 
streptomycin and PAS, and does not appear to be more 
potent. The great disadvantage of isoniazid, however, 
is that the tubercle bacillus appears to develop resistance 
rapidly, especially in severely ill patients. Bacillary 
resistance to isoniazid was found in 11°%% of cases at the 
end of the first month, in 52° at the end of the second 
month, and in 71% at the end of the third. Lack of 
radiological progress was found to be related to the 
development of drug resistance. This is a serious draw- 
back, and is being studied by combining isoniazid with 
other drugs in the continuing trial, in which more than 
750 patients are now included. 

[This is the most important publication on isoniazid 
since the preliminary announcement made in _ the 
American press in February, 1952; it is also the first 
report of an adequately controlled trial of isoniazid to be 
published.] John Sumner 


683. Development of Drug Resistance to Isoniazid in 
Cases of Pulmonary Tuberculosis 

D. A. L. Bowen and D. M. Couns. Tubercle [Tubercle, 
Lond.] 33, 276-278, Sept., 1952. 6 refs. 


A report is presented on the changes in sensitivity of 
the tubercle bacillus to isoniazid in 5 cases of pulmonary 
tuberculosis in which the sputum remained positive 
during treatment with the drug in a maximum dosage of 
200 mg. daily at the London Chest Hospital. In 3 cases 
the organism had become 16 times less sensitive to 
isoniazid after 10, 8, and 7 weeks’ treatment respectively, 
whereas in the other 2 there was no significant change in 
drug sensitivity after 7 and 6 weeks respectively. 

For sensitivity testing a loopful of primary culture 
was emulsified in a bottle containing 5 ml. of liquid 
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Dubos’s medium. A portion of this was inoculated into 
a further 5 ml. of Dubos’s medium, and after 14 days 
0-02 ml. of this culture was removed and placed on 
Loewenstein—Jensen slopes containing known amounts 
of isoniazid. Readings were made after 10 to 14 days. 
G. M. Little 


684. Transient Atelectasis of a Healthy Lobe associated 
with Artificial Pneumothorax 

A. C. PENMAN and J. S. Mitter. Tubercle (Tubercle, 
Lond.} 33, 278-282, Sept., 1952. 2 refs. 


The authors describe the bronchoscopic appearances 
associated with atelectasis of a healthy lobe after induc- 
tion of artificial pneumothorax, which can be dif- 
ferentiated from those found in cases where atelectasis 
is due to local tuberculous endobronchitis. In the 
former type of case there is gross stenosis of the bronchus, 
which may be. due chiefly to flattening from side to side. 
The mucosa is pale, swollen, and glistening, and in some 
instances the posterior wall of the bronchus shows longi- 
tudinal rugae. The condition differs from diffuse tuber- 
culosis of the bronchi in that: (1) the mucosa is neither 
friable nor ulcerated, and the topical application of 
1-in-1,000 solution of adrenaline results in the opening-up 
of the stenosis, revealing an apparently normal bronchus 
beyond; and (2) it does not lead to permanent stenosis. 
Of 332 patients in whom pneumothorax has been induced 
during the last 2 years at the Cheshire Joint Sanatorium, 
Market Drayton, 39 subsequently showed signs of 
atelectasis. On bronchoscopy, the condition described 
was discovered in 9 cases, 8 of these being in females. 


It was not seen in the absence of x-ray evidence of 


atelectasis. 

The authors suggest that the initial collapse may be 
due to the reflex alveolar contraction postulated by 
Xalabarder (Tubercle, Lond., 1949, 30, 266: Abstracts 


of World Medicine, 1950, 7, 629) and that the stenosis. 


may be due to the same neuromuscular mechanism 


causing the contraction of the smooth-muscle fibres of 


the bronchial wall. The application of adrenaline relaxes 
the muscular spasm, but the atelectasis may persist owing 
to the retention of secretion, which will prevent spon- 
taneous re-expansion unless it is removed by broncho- 
scopic aspiration or other means. G. M. Little | 


685. Streptomycin and Dihydrostreptomycin in the 
Treatment of Tuberculous Empyema. I. Experimental 


Studies of the Drug Concentrations Attained with Various. 


Vehicles. II. Studies with Cellugel as Vehicle 
I. STAHLE. American Review of Tuberculosis [Amer. Rev. 
Tuberc.| 66, 271-291, Sept., 1952. 6 figs., 46 refs. 


The intrapleural concentration of streptomycin and of 
dihydrostreptomycin was investigated in 44 experiments 
on 7 cases of tuberculous empyema, the drugs (in 0-9% 
saline solution) being instilled into the pleural cavity. 
The concentration of streptomycin, even with a daily 
dose of | g., was an average of 50 to 100 yg. per ml. 
after 48 to 72 hours. If “ cellugel’’ (1% solution of 
sodium carboxymethylcellulose) was used as the vehicle, 
the concentration was 500 to 600 zg. per ml. Dihydro- 


streptomycin, 1 g. in 300 ml. of cellugel, given intra-. 
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pleurally each day produced a concentration of 900 to 
1,050 xg. per ml. The most convenient and therapeuti- 
cally effective method was administration of 1 g. of 
dihydrostreptomycin, buffered with dibasic sodium 
phosphate, in cellugel every two days. A concentration 
of 200 to 300 ug. per ml. at a pH of 7°8 was obtained. 
Of 5 patients with empyema who received 0:5 to 1-0 g. 
of dihydrostreptomycin in an alkaline cellugel solution 
(pH 7-8) daily or every second day, all were cured. 
Kenneth Marsh 


686. Re-expansion following Thoracoplasty. (Re- 
ekspansjonsproblemet etter thorakoplastikk for lunge- 
tuberkulose) 

J. Hoist. Nordisk Medicin [Nord. Med.} 48, 1288-1290, 
Sept. 19, 1952. 1 fig. 


A brief review is given of the known causes of residual 
cavitation after thoracoplasty, based on a series of 100 
cases admitted to the Rikshospitalet, Oslo. Special 
emphasis is laid upon the technical difficulty of preventing 
re-expansion of the mediastinal and posterior portions 
of the lung apex. B. Nordin 


687. One-stage ‘* Roof-thoracoplasty ’’. (Teknikk ved 
sakalt takplastikk for lungetuberkulose) 

J. Hoist. Nordisk Medicin [Nord. Med.] 48, 1290-1293, 
Sept. 19, 1952. 9 figs. 


A description is given of the technique of “ roof- 
thoracoplasty ’’ as developed at the Rikshospitalet, Oslo, 
to prevent re-expansion of the collapsed upper lobe by 
providing a covering of osteogenic tissue. Subperiosteal 
rib-resection (with or without excision of the first rib) is 
followed by extrapleural apicolysis down to the azygos 
vein in the usual way. The essence of the subsequent 
procedure is to anchor the first and second intercostal 
bundles (with periosteum) by a row of stitches to the 
mediastinal pleura, which is assumed to be thickened, 
the lowest resected bundles being anchored by a row of 
stabilizing sutures to the intercostal space below the next 
rib or even to the next but one or two. In the last 2 
years this technique has been employed in 155 cases 
with a mortality of 3-2°%%: 84° of the patients are now 
symptom-free with negative sputum. (The details of the 
procedure are made clear in a number of drawings.) 

B. Nordin 


688. ‘* Roof-thoracoplasty ’’ in Pulmonary Tuberculosis. 
Takthorakoplastikk for lungetuberkulose) 

P. Vaksvik. Nordisk Medicin [Nord. Med.] 48, 1294- 
1296, Sept. 19, 1952. 6 figs., 7 refs. 


The operation of “* roof-thoracoplasty *’ devised by 
Holst [see Abstract 687] has been performed on 200 
patients with pulmonary tuberculosis with cavitation and 
positive sputum at Glettre Sanatorium, Oslo. The 
mortality was 3%; paradoxical respiration developed in 
3 cases, and in 33 pneumothorax followed injury to the 
pleura. In the remaining cases the postoperative course 
and complications are said to have been no worse 
than after routine 2-stage thoracoplasty. 

A provisional assessment of the early results in the 
jirst 155 cases is made as follows: 5 deaths; 12 residual 


cavities (8 of which have been successfully dealt with by 
resection); 4 cases of spread to the other lung; 3 cases 
in which the sputum remains positive despite closure of 
the cavity; 131 patients without visible cavitation and 
with at least 3 negative sputum cultures. [The average 
length of the follow-up period is not stated, but the first 
operation was performed in September, 1950.] 
B. Nordin 


689. Experiences with Pneumoperitoneum in Salvage of 
Patients with Advanced Bilateral Caseo-pneumonic Tuber- 
culosis 

P. K. BornsTEIN and I. GRABER. Quarterly Bulletin of 
Sea View Hospital [|Quart. Bull. Sea View Hosp.) 13, 149- 
161, July, 1952. 8 figs., 19 refs. 


The authors describe the results obtained with pneumo- 
peritoneum in the treatment of 106 cases of advanced 
pulmonary tuberculosis at Sea View Hospital, Staten 
Island, New York. All the patients were considered 
unsuitable for any other form of collapse therapy. Of 
the 106 patients, 42 were considered to be improved as 
follows: in 12, definitive surgical treatment became 
possible; in 14 the disease was arrested; and in 16 
there was improvement although the sputum remained 
positive. There was no improvement in the remaining 
64 patients. 

The authors advocate maintenance of the pneumo- 
peritoneum for 9 months at least. Although chemo- 
therapy was given in the majority of the cases, they 
attribute the improvement mainly to the collapse therapy. 

R. H. J. Fanthorpe 


690. A Study of 130 Cases of Advanced Pulmonary 
Tuberculosis Treated for at Least Three Months with 
Isoniazid (** Rimifon ’’). (Etude de 130 cas de tuberculose 
pulmonaire grave traités pendant 3 mois minimum par 
Vhydrazide de l’acide isonicotinique (Rimifon)) 

A. GYSELEN, A. REGINSTENE, T. J. Wins, and G. Bray. 
Bruxelles-Médical [Brux.-med.] 32, 2339-2346, Nov. 9. 
1952. 5 figs., 2 refs. 


EXTRA-PULMONARY TUBERCULOSIS 


691. Tuberculous Trochanteritis. [In English] 
O. LInDAHL. Acta Tuberculosea Scandinavica [Acta 
tuberc. scand.| 26, 289-300, 1952. 4 figs., 42 refs 


In the author’s experience of 1,365 cases of bone and 
joint tuberculosis the incidence of trochanteric bursitis 
was 2°6% (35 cases), this being a higher figure than any 
previously recorded. The commonest site was the bursa 
lying between the greater trochanter and gluteus maximus. 
Pain, with and without swelling, was the usual presenting 
symptom, without hip-joint involvement or muscle 
wasting. Usually the bursa and the bone were involved, 
but, the author points out, cases have been reported in 
which a bone lesion was found without involvement of 
the bursa. In 10 out of the author’s 35 cases there 
was no radiological evidence of bone destruction. As 
a rule disability was slight, the incidence of hip-joint 
involvement being 11:5%. In the author’s view the 
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infection spread through the sinuses in the soft tissues 
near the femoral neck, anteriorly and posteriorly. 

Treatment advocated is excision of the tuberculous 
focus with evacuation of sinuses and abscesses, a 2-week 
course of para-aminosalicylic acid (PAS) being given 
before operation. Streptomycin and penicillin are given 
during and after operation for 2 to 3 weeks. The limb 
is immobilized in a short plaster spica and administration 
of PAS is resumed after 6 weeks, when the patient be- 
comes ambulant. Care must be taken not to damage 
the natural zone of reaction around the lesion, yet all 
small fistulae must be followed. The wound is closed 
by primary suture. 

With this method the average period required for treat- 
ment has been reduced from 265 days for conservative 
treatment alone and 100 days for surgery alone to 60 
days for the combined treatment. W. A. Law 


692. Streptomycin Serum Levels in the Treatment of 
Renal Tuberculosis 

J. C. Dick and J. S. Stevenson. British Journal of 
Urology [Brit. J. Urol.] 24, 179-187, Sept., 1952. 4 figs., 
17 refs. 


The level of streptomycin in the serum of 38 patients 
undergoing treatment for renal tuberculosis was esti- 
mated. With a dosage of 0-5 g. of streptomycin twice 
daily for 90 days in cases of early or moderately extensive 
tuberculous lesions of the kidney there was neither 
delayed excretion nor accumulation of the drug. In a 
few cases in which there were bilateral lesions, or lesions 
in the remaining kidney after nephrectomy, there was 
some delay in the excretion of streptomycin, but this was 
not sufficient to contraindicate its use. 


A. W. H. Foxell 


693. Severe Delayed Forms of Tuberculous Meningitis 
in the Treated. (Les formes graves 4 évolution lente de 
la méningite tuberculeuse traitée) F 

R. Despre, H. E. Brissaup, and J. RAYNAUD. Annales 
de Médecine (Ann. Méd.} 53, 555-594, 1952. 16 figs. 


Since 1947 various forms of delayed meningeal tuber- 
culosis have been observed in children between the ages 
of | and 14 years seen at the Hépital des Enfants-Malades, 
Paris. These conditions were not noted before the use 
of antibiotics in the treatment of tuberculous meningitis. 
The authors give 17 detailed case-histories to illustrate 
this new aspect of the disease, which they divide into four 
clinically different types: (1) the comatose type; (2) that 
with Parkinson’s syndrome; (3) a type with decerebrate 
rigidity; and (4) that with flexion contracture. 

The comatose type often follows poor initial treatment 
and may present the following clinical signs: incon- 
tinence of the sphincters, trembling of the extrapyramidal 
type, and inexhaustible clonus of the feet; the child is 
sleepy and mentally dull. In the type with Parkinson’s 
syndrome (which may resemble that disease) the 
encephalitic lesions are more pronounced and con- 
sequently hemiplegic signs are frequent. In Type 3 there 
is decerebrate rigidity, sometimes accompanied by lateral 
flexion, or the patient assumes a decorticate attitude with 
flexion of the upper limbs; this type carries a very bad 
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prognosis, and the patients are difficult to feed and prone 
to added infections. In the fourth type all the limbs are 
in forced flexion on the body, the neck being hyper- 
extended. These chronic forms of the disease are the 
outcome of long-standing illness which was not properly 
treated in the initial stages, or was treated insufficiently 
or too late. Treatment in this late stage is difficult; 
the mycobacterium develops, or has developed, resistance 
to antibiotics and the intracranial damage is permanent. 
If the child is seen early, careful attention should be given 
to its diet, chemotherapy, both local and general, should 
be employed, and for as long as signs of intracranial 
tension exist ventricular puncture should be carried out. 
{For full details the original article should be con- 
sulted; the different types described present many dif- 
ferences in aetiology, clinical course, and pathology.] 
T. Marmion 


694. Spinal Arachnoiditis Occurring in Tuberculous 
Meningitis Treated with Streptomycin. (L’aracnoidite 
spinale in corso di meningite tubercolare trattata con 
streptomicina) 

S. Lo Bianco. Lattante [Lattante] 23, 465-483, Aug., 
1952. 


Spinal arachnoiditis developed in 4 children out of 60 
treated at the Paediatric Clinic, University of Parma, for 
tuberculous meningitis, and was confirmed at necropsy 
in all. The first patient, aged 4 months, died in 8 days, 
having presumably developed spinal meningitis before 
streptomycin was given. The second, aged 6 years, 
lived for 5 months, having received 500 mg. of strepto- 
mycin intramuscularly and 25 mg. intrathecally per day 
with a month’s intermission; this child developed signs 
of myelitis. The third, aged 2 years, lived for 26 months, 
having received three courses of the above dosage, the 
first two of about 6 weeks’ duration followed by dis- 
charge from hospital for two intervals of 2 months each. 
After the second discharge, symptoms of hydrocephalus 
developed and death occurred in 4 months. . The fourth 
patient, aged 7 years, similarly received two courses of 
streptomycin, followed by periods of 4 weeks and 8 
weeks out of hospital. The first course consisted of 
200 mg. of streptomycin intramuscularly every 6 hours 
and 35 mg. given intrathecally on alternate days: the 
second course [presumably intramuscular] was of 150 mg. 
every 8 hours, and three examinations of the cerebro- 
spinal fluid revealed no abnormality. Two months later 
(after possible whooping-cough) meningitic symptoms 
and signs recurred with sphincter disturbance, and 
streptomycin was again given. Death occurred, from 
hydrocephalus, after an illness lasting 7 months. 

It is considered that the tubercle bacillus, and not the 
toxic action of streptomycin, causes arachnoiditis, and 
that the increased frequency of the lesion since the 
introduction of antibiotics is due to the prolongation of 
the disease process. 

[The children seem to have been discharged from 
hospital with cerebrospinal-fluid findings which would 
be regarded with suspicion in Great Britain, and the 
amount of streptomycin may have been less than is 
generally thought advisable.] W. A. Bourne 
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695. New Methods in the Diagnosis and Treatment of 
Granuloma Inguinale 

R. B. GREENBLATT and W. E. BarFIELD. British Journal 
of Venereal Diseases [Brit. J. vener. Dis.] 28, 123-128, 
Sept., 1952. 4 figs., 20 refs. 


After discussing methods of diagnosis of granuloma 
inguinale the authors describe their own technique for 
obtaining good tissue smears from the lesion. Using a 
punch-biopsy forceps they remove a piece of clean 
granulation tissue and smear the clean undersurface of 
the tissue along a glass slide. The slide, which is dried 
in air and fixed by brief exposures for 30 seconds to 
an open flame, is then stained, 10% pinacyanole in methyl 
alcohol being used to flood the slide for 14 to 2 minutes, 
followed by the addition of an equal amount of neutral 
distilled water for a similar period. The slide is then 
rinsed, dried, and examined under the high power, oil- 
immersion lens. The capsule of the Donovan bodies 
stains a lavender-pink and the nuclei a dark blue. 

The authors discuss the value of the intradermal skin 
test in the diagnosis of granuloma inguinale, and con- 
clude that although a positive reaction does not confirm 
the diagnosis, a negative one may rule out granuloma 
inguinale in a patient with a chronic ulcerative lesion. 
They state that the skin reaction to the antigen begins 
as early as two weeks after the appearance of the lesion 
and persists indefinitely. 

Finally, they analyse the results obtained with various 
antibiotics in the treatment of 295 cases of granuloma 
inguinale. Terramycin is considered to be the drug of 
choice because there are fewer side-effects, the number 
of patients requiring re-treatment is lower, and a smaller 
average total dose is necessary than is the case with 
streptomycin, aureomycin, or chloramphenicol. 

H. S. Laird 


SYPHILIS 


696. Electrocardiographic Changes in Secondary Syphilis 
H. EtseNnBerG, M. R. Davis, L. S. WriGut, and E. B. 
JOHNWICK. American Journal of Syphilis, Gonorrhea and 
Venereal Diseases [Amer. J. Syph.] 36, 418-423, Sept., 
1952. 5 refs. 


At the U.S. Public Health Service Medical Center the 
authors carried out an electrocardiographic study of 29 
patients with ‘* darkfield-positive, seropositive secondary 
syphilis . .. who showed no evidence of past or present 
heart disease based on history and physical examina- 
tion”, the findings being compared with those in 29 
normal, non-syphilitic subjects of comparable age and 
social status. Each patient was examined electro- 
cardiographically before and after treatment with 
750,000 units of procaine benzyl penicillin in oil with 
2% aluminium monostearate daily for 5 days; 8 of the 


control subjects received the same course. Augmented 
unipolar extremity leads, unipolar chest leads, and 
standard limb leads were recorded in all cases. 

Electrocardiographic abnormalities were noted in 11 
of the 29 patients with syphilis before treatment, and 
were chiefly in the T waves and RS-T segments, with a 
prolonged P-R interval (0:24 second) in one case, 
returning to normal (0:18 second) after treatment. 
The T wave was considered abnormal in leads I and II 
when inverted or diphasic, or when upright but léss than 
1 mm. in amplitude; and in the unipolar chest and 
extremity leads when upright but less than 2 mm. in 
amplitude. The RS—T segment was considered abnormal 
in standard limb leads when displaced upwards or down- 
wards more than 2 mm., but such changes were not con- 
sidered abnormal if they occurred as an isolated finding 
in the unipolar chest leads. In 7 of the 11 cases these 
abnormalities had disappeared after treatment, and in 2 
they were less marked. None of the 5 patients who 
had Herxheimer reactions showed electrocardiographic 
changes either before or after treatment. In the control 
group, T-wave abnormalities were found in one electro- 
cardiogram in 2 cases; none of the 8 control subjects 
given penicillin showed any abnormality. 

William A. R. Thomson 


697. The Public Health Aspects of Late Latent Syphilis 
C. W. Stanford Medical Bulletin [Stanford 
med. Bull.] 10, 152-156, Aug., 1952. 2 refs. 


In an address on the public health aspects of late latent 
syphilis, given at the Stanford University School of 
Medicine, San Francisco, in October, 1951, the author 
pointed out that the incidence of primary and secondary 
syphilis had fallen consistently since the introduction of 
penicillin. There was, however, no corresponding fall 
in the number of cases of late syphilis and of congenital 
syphilis reported to the U.S. Public Health Service, and 
he considered that public health efforts should now be 
directed to preventing progression in cases which had 
already reached the late stage, and to detecting cases in 
which the use of penicillin had merely suppressed the 
early lesions. 

Hitherto late syphilis had been diagnosed by mass 
serological tests, but these tests were known to produce 
a large number of false-positive results. The Nelson 
treponema-immobilization test was the most successful to 
date, but unfortunately it was unsuitable for general use 
because of technical difficulties. Standard serum tests 
and clinical examination must therefore still be relied on, 
bearing in mind that treatment of the late stage was 
never an emergency and that it was thus possible to 
delay treatment in the hope that the diagnosis would not 
be confirmed. 

Penicillin acted primarily by preventing reproduction 
of the organism; in latent syphilis there was no evidence 
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that the organism was multiplying. It was too early yet 
to say whether penicillin was ineffective in latent syphilis, 
but certain figures indicated that Wasserman fastness— 
that is, serum tests strongly positive.one year after the 
start of treatment—was more common after administra- 
tion of penicillin than after administration of arsenic and 
bismuth. Further observations would probably deter- 
mine how effective penicillin was, and until then its 
indiscriminate use ** on suspicion of syphilis *’ should be 
discontinued. The author concluded by emphasizing 
that public health activities should be confined to the 
symptomatic phases of the disease. 

[Venereologists in Britain will probably not agree that 
** a few chronic pessimists still use arsenic and bismuth ”’.] 

Benjamin Schwartz 


698. Second Infection in Treated and Untreated Con- 
genital Syphilis 

A. S. GripsLe and R. D. HAHN. American Journal of 
Syphilis, Gonorrhea and Venereal Diseases [Amer. J. 
Syph.) 36, 439-444, Sept., 1952. 9 refs. 


The fact that patients adequately treated for early 
acquired syphilis are liable to re-infection is now widely 
accepted, and there is evidence to support the view that 
superinfection may occur in certain cases. With con- 
_ genital syphilis, however, reinfection is thought to be 
rare, and the authors were able to find only 4 such cases 
reported in the literature in which the evidence of re- 
infection was acceptable. They now describe 5 further 
well-documented cases from Johns Hopkins Hospital. 
In 3 of these the diagnosis of congenita! syphilis was 
made in the first year of life and adequate treatment was 
given with satisfactory response, re-infection with 
acquired syphilis being noted at the ages of 164, 19, and 
21 years respectively. In the fourth case the diagnosis 
was made at the age of 2 years and 10 months and the 
patient was fully treated, re-infection being noted at the 
age of 19 years. In the fifth case the diagnosis of con- 
genital syphilis was made at the age of 9 years and, 
although the patient received no treatment, re-infection 
with acquired syphilis occurred at the age of 284 years. 
This appears to be the only reported case of re-infection, 
adequately proven, occurring in an untreated congenital 
syphilitic. Since the 4 cases previously reported occurred 
in the same clinic it is suggested by the authors that the 
phenomenon must also have occurred elsewhere and 
been overlooked. A. J. King 


699. Therapy of Early Syphilis with Artificial Fever in 
Combination with Mapharsen, Bismuth, and Penicillin 

J. F. O’Brien, J. Ropriquez, C. A. SMITH, and G. X. 
SCHWEMLEIN. American Journal of Syphilis, Gonorrhea 
and Venereal Diseases [Amer. J. Syph.] 36, 451-456, 
Sept., 1952. 3 figs., 7 refs. 


Under the Venereal Disease Control Program of the 
Chicago Board of Health, 171 patients suffering from 
early syphilis were treated with a combination of artificial 
fever, arsenic, bismuth, and penicillin, the course being 
compressed into 30 hours. Of the 163 patients who 
completed the treatment, 14 were suffering from sero- 
negative primary syphilis, 21 from seropositive primary 


syphilis, and 128 from secondary syphilis. Treatment 
consisted in: (1) a session of “ physically induced ” 
fever, a rectal temperature of 106° F. (41-1° C.) being 
maintained for 6 hours; (2) a series of 12. intramuscular 
injections of 400,000 units of the sodium salt of crystal- 
line benzyl penicillin given at intervals of 2 hours during 
the 22 hours preceding fever, and a further series of 6 
injections of 800,000 units at intervals of one hour during 
the course of the fever session, the total dosage thus being 
9,600,000 units; (3) ‘“‘ mapharsen’’ (oxophenarsine) in 
three equal doses given intravenously at the beginning 
of the Ist, 3rd, and Sth hours of the fever, the dose 
being 1:76 mg. per kg. body weight; and (4) bismuth 
(2 ml. of the 10% suspension of the salicylate in oil) 
given intramuscularly 18 hours before the fever session. 
The results of this treatment were computed as a 
cumulative percentage 12 to 15 months after its com- 
pletion, the proportion of failures among the 22 untraced 
patients being assumed to be the same as among those 
who remained under observation. Success is claimed 
in 87-1% of the total of 163 cases and in 87-7% of the 
128 cases of secondary syphilis. Comparison of these 
results with those obtained in an earlier series of cases, 
in which the same procedure was adopted but the dosage 
of penicillin restricted to 2,400,000 units, showed that 
increase in the dose of penicillin led to no significant 
improvement. Moreover, comparison with the results 
obtained from treatment with penicillin alone in various 
forms and dosage schedules showed the combined 
method to have no significant advantage. The authors 
conclude, therefore, that the method of combining fever 
and chemotherapy in the treatment of syphilis is now 
obsolete. A. J. King 


700. The Treatment of Syphilis during Pregnancy with 
Penicillin. (I] trattamento penicillinico della sifilide in 
gravidanza) 

P. Quaini. Minerva Ginecologica [Minerva ginec.] 4, 
341-344, Aug., 1952. 22 refs. - 


In this article from Turin University the author points 
out that the minimum concentration of penicillin in the 
blood which is effective in the treatment of syphilis during 
pregnancy is 0-05 unit per ml. of blood. After deter- 
mining the levels reached after giving penicillin in 
various forms, the author advocates the use of crystalline 
procaine penicillin in oil with 2% aluminium mono- 
stearate. A single intramuscular injection of this pre- 
paration containing 1,200,000 units of the antibiotic was 
followed by the presence of penicillin in the urine up to 
one week later. 

The author emphasizes that penicillin with aluminium 
monostearate was very well tolerated, there being few 
allergic reactions and almost complete absence of Herx- 
heimer reaction. By giving four injections of 1,200,000 
units twice weekly to a total of 4,800,000 units it was 
possible to demonstrate therapeutically active concentra- 
tions of penicillin in the blood up to 30 days after the 
first injection. Such concentrations could not be 
demonstrated when penicillin without the addition of 
aluminium monostearate was given. 

Patrick Steptoe 
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Tropical Medicine 


701. The Heredity of Resistance to Certain Insecticides 
in Musca domestica. (Sul comportamento ereditario 
della resistenza ad alcuni insetticidi in Musca domestica) 
L. La Face. Rendiconti Istituto Superiore di Sanita 
[R.C. Ist. sup. San.| 15, 376-380, 1952. 


The author discusses the inheritance in the housefly, 
Musca domestica, of resistance to DDT and “* chlordane *’ 
which, it appears, is not specific, flies resistant against 
DDT being found to be also resistant against chlor- 
dane and vice versa. From the results of crossing normal 
with resistant strains it was apparent that resistance 
cannot be represented by a single Mendelian factor. A 
[so-called] pure line was obtained from a single pair 
which was isolated from a population resistant to 
chlordane, but there was no constant and uniform re- 
action to the insecticides in the offspring of this pair, 
among which resistance varied considerably at the 15th 
generation. W. H. Horner Andrews 


702. Anticipated Progress of Sylvan Yellow Fever in 
Nicaragua: Plan for Attempt to Block its Course in 
Honduras 

N. W. Etton. Military Surgeon [Milit. Surg.) 3, 157- 
62, Sept., 1952. 1 fig. 


From a study of the wave of sylvan yellow fever which 
originated in Panama in 1948 and has moved westward 
along the Atlantic seaboard of Costa Rica, and of the 
epidemiological factors involved (such as the effects of 
rainfall and drought, behaviour of canopy mosquitoes, 
wind-drift, epizootic infection in monkeys, topography 
path, and vegetation), a forecast has been made of the 
probable rate of spread of the disease into and through 
Nicaragua and a more tentative forecast of its spread in 
an increasingly complex pattern to more difficult terrain 
in Mexico. 

Based on this epidemiological knowledge, and depen- 
dent for its success on the accurate tracing of the progress 
of the wave, the La Ceiba project has been planned, 
aiming at the arrest of the wave in Honduras. The 
scheme envisages a DDT barrier zone (with extermina- 
tion of arboreal mammals) 10 miles (16 km.) wide at a 
point where a narrow strip of coastal rain forest is backed 
by a mountain mass rising to 8,000 feet (2,440 m.), with 
“ sentinel ’’ zones in the likely path of the wave where 
the wild life will be kept under constant surveillance. 

R. Crawford 


703. Isoniazid in Leprosy 
J. Lowe. Lancet [Lancet] 2, 1012-1013, Nov. 22, 1952. 
4 refs. 


Isoniazid has produced no significant improvement in 
27 patients with leprosy who were treated for periods of 
irom 14 to 23 weeks. The patients were chosen as 
particularly suitable for showing the results of chemo- 
therapy. 
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Isoniazid is possibly of slight benefit in leprosy, but 
its action is much less than that of sulphone or thiosemi- 
carbazone in comparable cases. It may have some value 
in the treatment of acute and subacute manifestations of 
the disease, but the findings in this trial were not at all 


conclusive.—[Author’s summary.] 


NUTRITIONAL AND METABOLIC 
DISORDERS 


704. Pachyderma—1. The Natural History 

J. W. Netson. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. Med. 
Hyg.) 46, 538-542, Sept., 1952. 7 figs., 6 refs. 


A furfuraceous, hyperkeratotic condition affecting 
mainly the dorsum of the feet and hands and accom- 
panied by cracking of the margins of the heels was found 
in 95% of certain school-children in Northern Rhodesia 
and is described as ‘“‘ pachyderma’’. It is said to be 
widespread in Africa, India, China, and elsewhere, and 
is most commonly seen in an active state between August 
and October and in a quiescent state from January to 
April. The condition is uncommon below the age of 
5 years, and is more frequent and more severe in boys. 
Under favourable conditions healing may take place 
within a period of weeks. 

The salient nutritional facts are that the African diet 
consists mainly of maize, cassava, or millet porridge with 
a relish of beans, greens, and groundnuts; that the boys 
are in a disadvantageous position in that, while the girls 
and young children are with their mothers during pre- 
paration and consumption of the meal, boys are allowed 
to eat only sparingly of the relish; and that there is a 
‘“‘ hunger ”’ season, after exhaustion of the previous crop, 
when food must consist of wild products—fruits, roots, 
mushrooms, greens, and insects. Pachyderma is least 
common during this hunger period. R. Crawford 


705. The Treatment of Kwashiorkor with Milk and 
Vegetable Proteins 

R. F. A. Dean. British Medical Journal [Brit. med. J.} 
2, 791-796, Oct. 11, 1952. 5 figs., 14 refs. 


The author reports his results with a high-protein diet 
in the treatment of kwashiorkor in Uganda. He con- 
siders that there is good evidence for the theory that 
inadequate protein intake is the basic nutritional de- 
ficiency in this syndrome. The children most frequently 
affected are those in the weaning and post-weaning period, 
when they change from a diet of breast milk with adequate 
protein content to an adult-type diet deficient in protein. 
Malaria and intestinal infections may increase the meta- 
bolic demands at this period when reserves are already 
low. Clinically, the findings of a low serum protein 
content and deficiency of enzymes in the duodenal juice 
appear to confirm the protein-deficiency hypothesis. 
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The author carried out separate therapeutic trials with 
milk and soya bean as sources of protein. The milk 
used was dried skimmed milk with 34% protein content, 
which was supplemented in some trials by a milk-protein 
concentrate containing 80° protein. The soya beans 
were soaked overnight, ground, and cooked in a pressure 
cooker or autoclave at 120°C. for 20 minutes. They 
yielded 17°, protein and 8-5°% fat. Most of the affected 
children had diarrhoea on admission and it was noted 
that the addition of carbohydrates, either as glucose or 
sucrose, aggravated this condition; formed stools were 
passed as soon as the carbohydrate was withheld. The 
effect of the milk diet was to cause an initial loss in 
weight corresponding to the disappearance of oedema, 
and then a gain which reflected true recovery. In the 
trial with vegetable protein the soya bean was sup- 
plemented with maize and a vitamin supplement con- 
taining generous amounts of vitamins A, D, C, and the 
B complex. - Later, 8 g. of calcium lactate was added to 
the daily ration to redress the unfavourable Ca: P ratio 
of soya bean. The author records that the 20 children 
so far treated with the vegetable-protein regimen have 
made as good progress as would be expected on a milk 
regimen, although he still considers the latter more 
suitable for desperately ill patients. 

This appears to be the first report of sugar intolerance 
in kwashiorkor. Cooked plantains and bananas, in spite 
of their meagre protein and high carbohydrate content, 
were, however, well tolerated and proved an excellent 
vehicle for the protein in soya-bean gruel. 

William Hughes 


706. Kwashiorkor. I. Nutritional Background, History, 
Distribution, and Incidence 

H. C. Trowe i and J. N. P. Davies. British Medical 
Journal (Brit. med. J.] 2, 796-798, Oct. 11, 1952. 36 refs. 


The authors review the history of kwashiorkor and 
relate the incidence and distribution of the disease to its 
economic and social background. Hippocrates, they 
say, may have mentioned the disease but they attribute 
the first account in modern literature to Normet, who 
described it in Indo-China in 1926. The classic de- 
scription was provided by Williams, working on the 
Gold Coast, in 1933, and since then the disease has been 
recognized in most tropical and many subtropical 
countries and among the poorer classes in Europe as 
far north as France and Hungary. It is typically seen 
in African children during or shortly after weaning, their 
rate of growth during the first 6 months of life being 
similar to that of European children of the same age 
group, but diverging widely thereafter. It is not un- 
common to find African children of 2 years weighing no 
more than they did at 9 months, this being the age group 
in which the overwhelming majority of cases of kwashior- 
kor occur. Various factors are concerned in causing 
this arrest in development, of which the chief are 
nutritional. Weaning entails a gradual or sudden 
switch-over to a largely carbohydrate diet which is’ 
deficient in protein. At this critical period the child 
is exposed to malaria, hookworm infection, and the 
dysenteries, and any one of these infections may pre- 
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cipitate the onset of severe kwashiorkor. The authors 
insist, however, that such children are already suffering 
from mild kwashiorkor which, as they define it, is a 
major nutritional disorder of widespread distribution. 
It originates, in their opinion, from inadequate protein 
intake. William Hughes 


707. Kwashiorkor. II. Clinical Picture, Pathology, 
and Differential Diagnosis 

H. C. Trowe tt, J. N. P. Davies, and R. F. A. DEAN. 
British Medical Journal (Brit. med. J.] 2, 798-801, Oct. 11, 
1952. 2 figs., 18 refs. 


The authors here review the clinical features and 
pathology of kwashiorkor [see Abstracts 705 and 706]. 
The transition from the mild stage is often occasioned by 
an attack of diarrhoea. The stools are semi-solid, bulky, 
and odourless, and may contain undigested food particles. 
Fats are poorly tolerated and there is some degree of 
sugar intolerance as well. In spite of the presence of 
oedema, the body weight is consistently below normal 
for the patient’s age group. There is muscular wasting, 
but the subcutaneous fat is not diminished to the degree 
which might be expected. The characteristic oedema is 
widely distributed in the loose tissues, but fluid is not 
found in the serous cavities. The skin changes are 
distinctive, almost always appearing first in the inguinal 
region as a dusky, purple staining. Later the superficial 
layers crack, giving a “‘ crazy-pavement’’ appearance, 
and this is followed by desquamation, which is severe 
in the napkin area. Characteristic lesions are also found 
in the axillae and about the lips, nose, and ears, where 
fissuring may occur. The hair loses its colour and sheen 
and becomes straight and soft. Anaemia is a constant 
finding, but its type may be determined by extraneous 
factors such as hookworm and malaria infection. Ina 
series of 56 children an inverse relation between the 
colour index and the erythrocyte count was demon- 
strated. Mental apathy is a constant feature, the child 
lying still all day and taking no interest in its surroundings. 
The course of the disease is apyrexial in the absence of 
complications. The acute disease has a high mortality, 
even in hospital, death often occurring suddenly and 
unexpectedly after the child has taken a substantial meal; 
necropsy in such cases reveals nothing to account for the 
sudden death. Pathologically, the two internal organs 
most affected are the liver and the pancreas. The former 
shows a widespread fatty infiltration which begins in the 
peripheral cells of the lobule; later there is increasing 
fibrosis which may give the appearance of mild Laennec’s 
cirrhosis. In the acinar cells of the pancreas the zymogen 
granules are first reduced and later there is total atrophy 
of the cytoplasm, but the islets of Langerhans are pre- 
served intact. In life it is possible to demonstrate a 
decreased enzyme content in the duodenal juice, amylase, 
lipase, and trypsin all being diminished in quantity. In 
the differential diagnosis chronic dysentery and abdo- 
minal tuberculosis have to be considered and nephritis 
excluded. The combination of the characteristic derma- 
tosis and hair changes, the mental apathy, and the 
oedema make kwashiorkor a disease which is not difficult 
to recognize. William Hughes 


Allergy 


708. The Problem of Gastrointestinal Disturbances 
Attributed to Allergy 

T. L. Squier. Review of Gastroenterology [Rev. Gastro- 
ent.] 19, 705-714, Sept., 1952. 14 refs. 


The author’s findings in 1,000 consecutive allergic 
patients support the views of Cooke that allergic gastro- 
intestinal symptoms are “ unusual but not rare’’, as 
opposed to those of Rowe, who believed that a large 
percentage of all gastro-intestinal symptoms are due to 
food sensitization. Of 970 of these patients (30 were 
not subjected to a detailed investigation), 98 were found 
to be allergic to food and in 7 a diagnosis of gastro- 
intestinal ‘allergy was justified. The author points out 
that food allergy and gastro-intestinal allergy are not 
synonymous, and that injection of antigens, for example, 
may provoke allergic gastro-intestinal symptoms. The 
possibility of gastro-intestinal allergy complicating 
organic disorders, such as ulcerative colitis, must be 
borne in mind. He emphasizes that the low incidence 
of gastro-intestinal allergy does not mean that allergy 
may not be a cause of acute digestive symptoms. The 
major food allergens in his cases were milk, wheat, egg, 
fish, nuts, cotton seed, and flax seed. 

In the present series a careful history was taken, 
especially of food idiosyncrasies in childhood, and tests 
of allergy were carried out. These were followed by a 
dietary investigation in which a provocative diet, on 
the lines of that described by Andresen (Amer. J. digest. 
Dis., 1952, 9, 91), was given to the patients. The author 
holds that this procedure not only helps in the recognition 
of true allergy, but also helps to exclude psychogenic 
influences. He emphasizes that excessive restriction of 
diet, leading to interference with the patient's nutritional 
status, should be avoided, particularly if it is based on 
unconfirmed evidence. X-ray examination may show 
a pattern of disturbed motility, but he considers that 
this is not consistent enough for a diagnosis to be made 
with confidence. 

[The high incidence of the commoner foods in cases 
of food sensitivity—milk, wheat, egg, fish, and nuts 
accounting for 80°, of them—points once again-to the 
need for controlled trials of these foods, at least in cases 
where the history is suggestive and difficulty is en- 
countered. ] J. Pepys 


709. Relief of Status Asthmaticus by Continuous Intra- 
venous ACTH Therapy 

S. D. Lockey, J. D. Pau, J. L. Grosu, A. S. GRISWALD, 
and D. S. Strusss. Annals of Allergy [Ann. Allergy] 
10, 592-598, Sept.—Oct., 1952. 10 refs. 


The results of treatment of status asthmaticus by 
continuous intravenous infusion of ACTH are described. 
To 19 patients doses of 10 to 80 mg. of ACTH, dissolved 
in 5% glucose with added potassium chloride, were given 
over periods ranging from 10 to 19 hours. In all cases 
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the eosinophil count fell considerably after the end of 
the infusion. Improvement was prompt and consider- 
able by the end of the infusion, and lasted about twice as 
long as the time required for the intravenous drip. Ina 
number of cases a relapse then occurred, and the pro- 
cedure was repeated; in some instances it was given 
a third time. It was found that this time the asthmatic 
state had disappeared, and the patient either did not need 
further treatment or was satisfied with the anti- 
asthmatic remedies which had hitherto given him relief. 

The authors believe that the long duration of the 
infusion is more important than the total amount of 
ACTH given, and that often a total of 20 mg. will be 
sufficient. [If these results can be confirmed, this method, 
although of limited therapeutic scope, would be more 
economical than the routine methods employed.] 

H. Herxheimer 


710. Asthma in Childhood. A Survey of the Work of 
an Asthma Clinic in Hampshire 

C. B.S. Futter. British Medical Journal (Brit. med. J.] 
2, 636-638, Sept. 20, 1952. 7 refs. 


At the Allergy Clinic, Royal Hampshire County 
Hospital, 209 children were investigated and treated for 
asthma in the period 1947-51. In 84% the symptoms 
began during the first 7 years of life; in 49% there was 
a family history of allergic conditions. Eczema, usually 
of the flexures, was, or had been, present in 27%. Positive 
skin reactions, mostly to inhalants, were obtained in 51% 
of cases. It is pointed out that much time is lost from 
school work by some of these children. 

In treatment, the importance of constant encOurage- 
ment, optimism, and interest is stressed. Phenobarbi- 
tone, antihistamine drugs, and ephedrine were found 
useful. Desensitization to substances giving positive 
skin reactions was carried out in children over 5 years 
of age, and offending allergens were avoided as far as 
possible. Removal of the tonsils and adenoids was 
carried out in 47 children, a further 60 having already 
had this done before attendance. The antrum was 
washed out in 40 children and pus was found to be 
present in 20. Vasoconstrictor drugs were given to all 
patients with rhinitis; 119 children were sent to the 
department of physical medicine for remedial treatment 
because of defective costal expansion, and 14 children 
were referred to a psychiatrist. The results of treatment, 
as observed over a short period (6 months), were en- 
couraging. 

[The author does not state the technique of skin testing 
used or the source of his extracts, nor does he indicate 
that any steps were taken to relate skin sensitivity as 
shown by these tests to clinical sensitivity. Positive skin 
reactions should never be taken at their face value.] 

R. S. Bruce Pearson 


See also Bacteriology, Abstract 642. 
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Nutrition and Metabolism 


711. Hypovitaminemia A. Effect of Vitamin A Ad- 
ministration on Plasma Vitamin A Concentration, Con- 
junctival Changes, Dark Adaption and Toad Skin 

J. E. Kirk and M. Cuterri. Journal of Clinical Nutrition 
[J. clin. Nutrit.]) 1, 37-43, Sept.—Oct., 1952. 5 figs., 
9 refs. 


The authors have previously demonstrated (J. Nutrit., 
1949, 37, 67; Abstracts of World Medicine, 1949, 6, 393) 
the correlation between a low blood level of vitamin A 
and the incidence of conjunctival thickening and 
follicular hyperkeratosis in middle-aged and elderly 
subjects. They did not find a correlation between the 
blood level of vitamin A and dark-adaptation time. In 
the present investigation they examined 10 men (average 
age 74) and 13 women (average age 69) and studied the 
effects of administration of vitamin A by mouth on the 
conjunctiva, skin, dark-adaptation time, and level of 
vitamin A in the blood. The average daily intake of 
vitamin A in the subjects’ ordinary diet was about 
10,000 i.u., and the supplement was 30,000 i.u. daily for 
12 months. 

The level of vitamin A in the blood rose during the 
first 4 to 8 weeks of supplementation from about 5 jg. 
to about 45 yg. per 100 ml., and after discontinuation 
of the supplement it fell to 16 wg. per 100 ml. in about 
4 weeks. Conjunctival thickening began to disappear 
after some 3 months of treatment in the 7 patients 
showing this sign; all were free at the end of the year. 
Of the 5 surviving subjects 3 showed recurrence in 7 
months after the end of supplementation. Blepharo- 
conjunctivitis was present in 16 patients at the beginning 
of the study and disappeared in all but 2 of the 14 
surviving to the end of the year. It recurred in 4 patients 
after 7 months. Similar improvement occurred in the 
appearance of toad skin on the thigh, buttocks, and 
upper arms, but not so readily on the forearms; it re- 
appeared in 3 patients 7 months after they had ceased 
to receive treatment. Dark adaptation was improved in 
4 patients. 

[No comment is made on the occurrence of these signs 
of vitamin-A deficiency with average daily intakes of 
10,000 i.u., which is 2 to 4 times the requirement of 
normal adults. ] John Yudkin 


712. Deproteinized and Purified Amniotic Fluid as the 
Equivalent of a Biological Ultrafiltrate. Its Therapeutic 
Possibilities. (Le liquide amniotique déprotéiné et purifié 
comme équivalent d’ultrafiltrat biologique. Ses possi- 
bilités thérapeutiques) 

J. A. Tuomas, J. P. THiéry, and J. Bass. Thérapie 
[Thérapie] 7, 281-286, 1952. 2 refs. 


Working at the Experimental Biolog Laboratory of 
the Sorbonne the authors have investigated the properties 
of amniotic fluid as a substitute for ultrafiltrate of blood 
serum. 


The amniotic fluid used was obtained from the gravid 
cow or ewe in the early stage of pregnancy and de- 
proteinized and purified by physicochemical methods 
[unspecified]. The resulting product has a pH of 7-6 to 
7-8 and, besides the usual salts of sodium, potassium, 
calcium, and magnesium, contains an appreciable 
quantity of iron and traces of zinc, copper, and man- 
ganese. It also contains some twelve free amino-acids, 
reducing sugars, principally fructose (1:75 to 2 g. per 
litre) with little or no glucose, and a very low level of 
urea (0-12 g. per litre). The fluid is non-pyrogenic and 
gives no anaphylactic or other toxic reactions. It is very 
rapidly absorbed following subcutaneous injection (20 ml. 
in 1 to 3 minutes) and seems to possess all the essential 
qualities of blood-serum ultrafiltrate as well as several 
advantages of its own. Its use in cases of dehydration 
is suggested. F. W. Chattaway 


713. Preliminary Results of a Study of Rehydration of 
the Infant with Deproteinized and Purified Amniotic Fluid 
of Animal Origin. (Premiers résultats de l’étude de la 
réhydration du nourrisson avec un liquide amniotique 
d’origine animale déprotéiné et purifié) 

R. Turpin, J. A. THomMas, J. CHEVROLLE, and J. P. 
THIERY. Thérapie [Thérapie] 7, 287-289, 1952. 


Deproteinized, purified amniotic fluid of animal origin 
[see Abstract 712] was administered with satisfactory 
results to one group of 11 infants showing neurotoxic 
symptoms as a result of dehydration, and to another 
group of 4 infants dehydrated as a result of severe 
infection. The dosage for the first 24 hours did not 
exceed 100 ml. per kg. body weight in the first group, 
one-third of the total quantity being given initially 
followed by the gradual administration of the remainder. 
In the second group doses of 25 to 50 ml. were given. 
No adverse reactions were observed. 

F. W. Chattaway 


714. Latent Steatorrhea 

D. G. CAMERON, E. H. BENSLEY, and P. Woop. Annals 
of Internal Medicine [Ann. intern. Med.] 37, 553-558, 
Sept., 1952. 12 refs. 


At McGill University and Montreal General Hospi- 
tal 8 patients with tetany, osteomalacia, megalocytic 
anaemia, iron deficiency, or a combination of these 


conditions, but without bowel symptoms or a history of — 


coeliac disease, were investigated and shown by fat- 
balance studies to have latent steatorrhoea. The faecal 
fat output per day on a fat intake of 75 g. ranged from 
8 to 27 g. in these patients. The various abnormalities 
present were effectively treated by appropriate measures 
though without necessarily altering the faecal fat level. 
A. C. Frazer 
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715. Parotid Gland Tumors.: Study with Reference to 
Origins 
‘E. A. FrigDMAN. Archives of Otolaryngology [Arch. 
Otolaryng., Chicago] 56, 277-289, soy. 1952. 7 figs., 
14 refs. 


The question at issue in considering tumours of the 
parotid gland is whether they are really “ mixed” 
tumours containing mesodermal elements, or whether 
they are purely epithelial in origin. The principal diffi- 
culty is the cartilaginous-looking masses in the tumours. 
If these are true cartilage the tumours are genuinely 
mixed The myxomatous-like tissue may not be 
true mucoid connective tissue, but may itself be an 
‘epithelial product. 

The author’s conclusions (in his own words) are as 
follows: “‘ It seems that a small percentage of such 
tumors contain tissue which is histologically indistin- 
guishable from true cartilage, and on a microscopic basis 
one would be forced to say that true cartilage does exist 
in some mixed tumors of the parotid. However, when 
one carefully notes the subtle gradation throughout the 
entire range of myxomatous tissue blending into this 
cartilage, one is forced to conclude that the cartilage-like 
tissues are but variants of the same myxomatous tissue. 
Since this myxomatous tissue is an epithelial product 
rather than a mesenchymal one, the so-called cartilage is 
also epithelial in origin, and mixed tumors are of purely 
epithelial origin. In addition, no cartilage or cartilage- 
like structure which could be considered as a favorable 
anlage structure was seen in the parotids of newborn 
infants.” F. W. Watkyn-Thomas 


716. Splanchnic Block in the Treatment of Acute Pan- 
creatitis 

W.A. DALE. Surgery [Surgery] 32, 605-614, Oct., 1952. 
3 figs., 20 refs. 


The author, writing from the University of Rochester 
School of Medicine, N.Y., describes the treatment by 
splanchnic block of 8 cases of acute pancreatitis, one of 
which was of acute necrosis. Severe epigastric pain and 
tenderness with a raised serum amylase level were the 
criteria for the diagnosis. Some of the patients had 
acute relapsing pancreatitis, and in others there were 
associated gall-stones or chronic duodenal ulcer. 
Splanchnic block is said to benefit acute pancreatitis by 
relaxing vasospasm, reducing secretion of enzymes, 
relieving pain, and relaxing Oddi’s sphincter. In 2 
patients a bilateral thoracic paravertebral block with 2% 
procaine from T6 to T10 was performed, in 2 others 
a similar block from T6 to T12, and in the rest a left 
splanchnic block were induccd. In all cases the pain 
was relieved within half an hour of the sympathetic 
block. In 6 patients the physical signs, general con- 
_ dition, and serum amylase level improved rapidly, with 
early recovery. One patient died shortly after induction 


of bilateral paravertebral block and another died on the 
3rd day with acute necrosis of the pancreas and extensive 
intra-abdominal fat necrosis. 

Ancillary methods of treatment included continuous 
gastric suction, the administration of atropine, and 
chemotherapy. In one patient the diagnosis was con- 
firmed when cholecystectomy with exploration of the 
common duct was performed on the 26th day, when a 
tense pancreas, enlarged to three times normal size, was 
found. A small stone was impacted in the common bile 
duct. 

[There is no mention in the article of blood-pressure 
recordings to control the efficacy of the splanchnic blocks. 
In the patients with gall-stones or chronic duodenal ulcer 
the pain may have been due to these lesions rather than 
to acute pancreatitis; splanchnic block would be 
expected to relieve the pain whatever the cause. With- 
out laparotomy it is difficult to know the severity of the 
pancreatitis, and the effect of splanchnic block on this 
condition is consequently not easy to assess.] 

Charles P. Nicholas 


See also Pathology, Abstract 626. 
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717. Chemical Burns and Strictures of the Esophagus 
H. H. Sroruers. Archives of Otolarvigology [Arch. 
Otolaryng., Chicago] 56, 262-276, Sept., 1952. 45 refs. 


At two New York city hospitals in the 15-year period 
1936-50, 47 patients were admitted either for the imme- 
diate effects of chemical burns of the oesophagus or for 
the resultant stricture. In 22 cases lye was the corrosive 
agent, followed in order of frequency by ammonia (8 
cases), iodine (7), lysol (3), and other substances (one or 
two cases each). But of 18 strictures, 12 were caused by 
ingestion of lye. The propensity of lye burns to cause 
stricture is not accounted for by the fact that there are 
fewer immediate fatalities after ingestion of lye; in cases 
of acid burns those who survive often escape stricture, 
and this is particularly noticeable in burns from phenol. 
Of the 22 cases of lye burns, 13 were in children under 
6 years of age, and of the total of 47 patients, 17 were 
15 years of age or under. 

The site of the stricture was usually in the upper 
or middle third of the oesophagus, and 7 were multiple. 
The author considers that in children the upper third is 
the commonest site, as in childhood the oesophageal 
opening is small. In the upper oesophagus the stricture 
is often eccentric, in -the middle regions short and 
annular, while in the lowest segment the stricture may 
be tubular and severe, as in adults the fluid may pass 
direct to the cardiac sphincter and be held up there by 
reflex spasm, thus producing a deeper burn. Complete 
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cicatricial atresia seems very rare; there was no case in 
this series. 

The injuries may be classed as first-, second-, and third- 
degree burns. First-degree burns cause superficial in- 
flammation and oedema, damaging only the mucosa and 
submucous layer, and usually heal without formation of 
stricture, or at worst with only a small, eccentric, mem- 
branous obstruction; iodine and non-metallic irritants 
of the halogen group cause such injuries. In second- 
degree burns the muscular layers are involved and there 
is ulceration, the subsequent repair by granulation and 
fibrous tissue resulting in cicatricial contraction and 
stricture; caustic alkalis produce such effects, probably 
because of their hydroscopic qualities, their saponifying 
action on lipoids, and their solvent action on proteins. 
Third-degree burns, such as are produced by the mineral 
acids, cause necrosis of the oesophageal wall, with per- 
foration and mediastinitis if the patient does not die at 
once of chemical intoxication and shock. The acute 
complications vary from minor burns of the face to 
massive destruction, with mediastinitis and death. Of 
the author’s patients, 3 died of shock or pulmonary com- 
plications within the first 24 hours. In 6 cases there 
was oedema and ulceration of the larynx, and in 8 acute 
gastritis. In chronic stenosis the problems of obstruc- 
tion and starvation may lead to the overlooking of lung 
complications caused by regurgitation and aspiration of 
the oesophageal contents. 

Treatment in acute cases should first be directed to 
neutralizing the corrosive agent. Weak antidotes in 
large quantities are better than strong concentrations. 
When acids have been swallowed sodium bicarbonate 
should not be given as the consequent formation of gas 
causes pain and may be dangerous. Immediate gastro- 
stomy should be regarded with caution; if the patient 
cannot swallow, fluids should be given intravenously. 
Sedatives should be given, the shock controlled, and 
chemotherapy started. The possibility of oedema of the 
larynx must be carefully watched. The author holds that 
gastric lavage, although undoubtedly risky in poisoning 
by alkalis, which quickly penetrate and coagulate tissue, 
may be useful for acid poisons where there is no neutrali- 
zing effect in the stomach. Generally, the passing of a 
Levine tube and its retention in situ for feeding purposes 
is not advisable, although the author used it in one case 
without trouble. 

Formerly oesophageal burns were treated by complete 
rest, but now it is generally agreed that treatment should 
be started early in order to avoid stricture, and in the 
author’s view “ ideally”’ on the 2nd to the 4th day 
after burning. Dilatation is started with rubber 
bougies filled with shot or mercury. When a stricture 
has formed dilatation may be by mercury tube, by peroral 
endoscopic bouginage, by peroral bouginage using a 
swallowed silk thread, or by retrograde bouginage. All 
these methods have their disadvantages. The author 
used peroral endoscopic dilatation in most of his cases, 
but points out that it is tedious for the patient, requires 
special facilities, and is difficult if there are multiple 
strictures. The silk-thread-guide method has one danger, 
namely, that of strangulation of the loop if any loop 
operation has been previously performed on the lower 


portion of the alimentary canal. Retrograde bouginage 
necessitates a gastrostomy which might otherwise be 
avoided, and which moreover precludes the possibility 
of future oesophago-gastrostomy, which might have to 
be performed for intractable non-malignant stricture. 
The inhibiting action of cortisone and ACTH on fibro- 
plasia is mentioned but it is felt that further investigation 
of these substances in this respect is required. 
F. W. Watkyn-Thomas 
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718, Recent Experiences with Acute Perforation of 
Peptic Ulcers at the Massachusetts General Hospital. 
A Review of 288 Cases é 

C. B. BuRBANK and B. B. Roz. New England Journal 
of Medicine [New Engl. J. Med.] 247, 424-427, Sept. 18, 
1952. 4 figs., 7 refs. 


The authors present the third of a series of reviews 
reporting the mortality in cases of acute gastro-duodenal 
perforation seen at the Massachusetts General Hospital. 
In the first report, for the period 1896-1915 (103 cases), 
the over-all mortality was 44-2%; for the second period, 
1916-40 (334 cases), it was 27:2%. The present report 
covers the period 1940-51 in which 289 perforations 
occurred in 288 patients; in this period the over-all 
mortality had fallen to 9-34%, with an operative 
mortality (in 251 patients) of only 4-48°%. The authors 
point out that in the group operated on early and given 
adequate chemotherapy there was only one death, a 
mortality of less than 0-4%%, and suggest that the higher 
over-all mortality was largely due to delay in diagnosis, 
inadequate treatment, or secondary disease. 

Reviewing the factors considered to be mainly respon- 
sible for the fall in mortality, they conclude that these 
were: early operation, adequate chemotherapy, the use 
of gastric suction, blood transfusion, and the parenteral 
administration of fluids, and that the most important 
single factor was the introduction of chemotherapy. 
They add that it is of interest that there was little dif- 
ference in mortality rates between the ‘ sulphonamide 
era (1940-5) and the “ penicillin era (1945-51). 

A. D. Duff 


719. Vagotomy in the Treatment of Peptic Ulceration. 
Review of 1,524 Cases f 

A. V. Pottock. Lancet [Lancet] 2, 795-800, Oct. 25, 
1952. 17 refs. 


The author has collected details of 1,524 cases of peptic 
ulcer treated by vagotomy, alone or in combination with 
gastric drainage or resection, from 10 centres in England 
and Scotland. Of these patients, 50 (3-2%) had died, 
and 97 (6-4%) were untraced; of the remaining 1,377 
patients, 745 were interviewed and 632 replied to a 
questionary. The operation was performed for ulcer 
of the duodenum in 1,314 cases, of the stomach in 127, 
of the jejunum in 82, and of the oesophagus in one. The 
interval since operation in most cases was | to 3 years. 
The cases are divided into three main categories according 
to the operation performed, namely, vagotomy alone 
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(736), vagotomy combined with gastro-jejunostomy (511), 
and vagotomy combined with pyloroplasty or pylorec- 
tomy (235), and the follow-up findings in each category 
are analysed in detail. 

After vagotomy alone there was generally immediate, 
complete relief of pain, with later recurrence of ulcer-like 
pain in 25%; the results at the time of follow-up were 
considered unsatisfactory in 44°%. Proved recurrences 
were of about equal frequency in the stomach and duo- 
denum. [It is not clear whether x-ray studies of all 
patients suspected of recurrence were available; if not, 
the proved recurrence rate, as given, is probably too low.] 
The gastric-retention syndrome was troublesome, and in 
a large number of cases necessitated a drainage operation. 
Of insulin test meals performed 6 months or more after 
operation, nearly two-thirds showed free acid to be 
present, often in considerable amount. The addition of 
gastro-jejunostomy diminished the frequency of unsatis- 
factory results to 12%; in only 8% of cases was there a 
recurrence of ulcer-like pain, and the incidence of gastric 
retention was much reduced. The combination of 
pyloroplasty or pylorectomy with vagotomy produced 
very similar results. A small group of 37 patients who 
underwent limited partial gastrectomy in combination 
with vagotomy provided perhaps slightly better results. 

[This is a valuable survey.] C. J. Longland 


720. Carcinoma of the Stomach: Review of 406 Cases 
Seen from 1940 to 1945: Operability, Resectability and 
Curability 

C. H. Brown and C. F. KANne. Gastroenterology 
[Gastroenterology] 22, 64-79, Sept., 1952. 1 fig., 4 refs. 


As the title states, this article is a statistical review of 
cases of carcinoma of the stomach, the chief object being 
to establish a base line for comparison with any future 
series, so that any improvement in technique could be 
rationally justified by improved results. The authors had 
in mind especially the wider adoption in the future of 
total gastrectomy and of secondary operations of the 
nature of the “ second-look ’’ procedure advocated by 
Wangensteen. 

Of 406 cases resection was possible in 25%; palliative 
procedures were carried out in 12%; and laparotomy 
alone in a further 21%. The palliative procedures 
resulted in an average survival time of only 7-2 months. 
The over-all 5-year survival rate was 7:1%. 

C. Patrick Sames 


721. Some Observations on the Function of the Small 
Intestine after Gastrectomy 


A. J. GLAZEBROOK and R. B. WELBOURN. British Journal 3 


of Surgery [Brit. J. Surg.] 40, 111-117, Sept., 1952. 
7 figs., 14 refs. 

At Chapel Allerton Hospital, Leeds, the authors have 
endeavoured to determine the part played by the bulk 
and hypertonicity of chyme entering the small intestine 
in the production of the postgastrectomy dumping syn- 
drome. After Polya-type or total gastrectomy, disten- 
sion of the efferent loop by inflation of a Miller—Abbott 
bag caused typical symptoms in 3 out of 26 patients, 
whereas introduction of 5 to 60 ml. of hypertonic glucose 
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solution through the tube produced symptoms in 9 out 
of 9 patients, and a great increase in motor activity of 
the jejunum was shown by pressure recordings from the 
bag. Introduction of hypertonic solutions into the 
stomach in a patient who had a small stoma following 
Polya gastrectomy did not have these effects when the 
solution was prevented from entering the intestine. 
Dilution of the jejunal contents with tap water caused 
the symptoms to cease. These effects were independent 
of posture. It was found that the injection of methonium 
salts, which cause partial paralysis of the small intestine, 
relieved the symptoms induced by hypertonic glucose 
solution, but they were not very effective in relieving 
spontaneous dumping symptoms, only 4 out of 12 
patients reporting improvement. Ingestion of hyper- 
tonic suspensions of barium sulphate consistently caused 
dumping symptoms, and vigorous intestinal activity 
was seen on screening. Isotonic barium suspensions on 
the other hand caused no dumping symptoms, and a 
normal pattern of intestinal movement was observed 

In an attempt to discover whether postgastrectomy 
steatorrhoea was due to intestinal hurry, 6 patients were 
given hexamethonium iodide by mouth in doses of 250 
mg. thrice daily. No significant increase in fat absorp- 
tion occurred. 

The authors conclude that dumping symptoms are due 
to greatly increased motor activity in the upper jejunum, 
and that the usual cause of this is irritation of the 
jejunal mucosa by hypertonic chyme which enters the 
intestine without undergoing the preparation which 
normally takes place in the stomach. A. G. Parks 


722. Incidence and Clinical Significance of Transpyloric 
Prolapse of Gastric Mucosa 

E. M. Rappaport, E. O. RAPPAPORT, and A. ALPER. 
Journal of the American Medical Association [J. Amer. 
med. Ass.) 150, 182-188, Sept. 20, 1952. 5 figs., 16 refs. 


The authors have performed barium-meal x-ray studies 
on 1,000 consecutive private patients in order to establish 
the incidence and significance of prolapse of the gastric 
mucosa into the duodenum. The characteristic radio- 
logical findings in this condition are stated to be “a 
mushroom or umbrella-shaped defect of the base of the 
duodenal bulb, with lobulation caused by the antral 
folds ’’. The appearances are best demonstrated in the 
right lateral or right oblique prone position and par- 
ticularly during contraction of the pyloric antrum. The 
prolapse is transitory and may escape detection unless 
multiple exposures are made. 

The patients were divided into three groups: (1) 28 
patients with no gastro-intestinal disease; (2) 118 patients 
with diarrhoea, constipation, or lower abdominal symp- 
toms; and (3) 854 patients with dyspepsia or upper 
abdominal symptoms. Gastric mucosal prolapse was 
observed in 15-5% of all patients in the series, and was 
most frequently found in the sthenic type of individual 
with a transverse, hypertonic stomach. Mucosal pro- 
lapse was observed in 10-7% of patients in Group 1, 
13-6% of patients in Group 2, and 15-9% of patients 
in Group 3. The highest incidence (24-1%) occurred in 
patients with hiatus hernia. A study of the cases in 
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which mucosal prolapse was observed showed there to 
be no symptoms in addition to those due to the under- 
lying condition, whether this was organic or functional. 
The authors point out the ease with which the gastric 
mucosa can be drawn into the duodenum at necropsy, 
and they suggest that during life this gastric mucosal 
prolapse into the duodenum is a common and transitory 
physiological process. I. McLean-Baird 


723. Massive Gastroduodenal Hemorrhage: Treat- 
ment with Powdered ‘* Gelfoam ’’ and Buffered Thrombin 
Solution. A Preliminary Report 

J. N. McCiure. Surgery [Surgery] 32, 630-637, Oct., 
1952. 27 refs. 


** Gelfoam ”’ is an artificially produced gelatin sponge 
which is non-antigenic, readily absorbed by the sur- 
rounding tissues, and an effective and safe haemostatic 
agent. It can be given by mouth in powdered form and 
its mode of action is similar to that of human fibrin. 

At the Grady Memorial Hospital, Atlanta, Georgia, 
during the past year the author has treated 57 patients 
suffering from massive upper gastro-intestinal bleeding 
with powdered gelfoam and buffered thrombin solution 
given by mouth, the buffer being a mixture of di- 
sodium phosphate and dihydrogen potassium phosphate 
in distilled water, which has a pH of about 7°6. The 
criteria of massive bleeding were either a haemoglobin 
level of 8 g. per 100 ml. or less, or recent haematemesis 
or melaena accompanied by constitutional symptoms of 
acute blood loss. The method of treatment included 
the administration of morphine or barbiturates, intra- 
venous infusion of fluid or plasma given while cross- 
matching of the blood was being carried out, and 
adequate blood replacement with cross-matched whole 
blood until circulatory equilibrium was established. 
Every two hours 1 g. of powdered gelfoam ‘mixed with 
250 to 500 units of thrombin in 50 ml. of buffer solution 
was administered by mouth, and this was continued 
until 24 hours after the bleeding had stopped or surgery 
had been decided upon. Antacids were also given 
alternately every 2 hours. There were 3 deaths, all in 
patients over 62 years of age and one of which occurred 
after operation. 

The author stresses the importance of early blood 
replacement, but claims that “the use of coagulating 
agents in the treatment of patients with massive upper 
gastrointestinal hemorrhage is a significant addition ”’. 

Zachary Cope 


LIVER AND GALL-BLADDER 


724. Hepatic Lesions in the Living Patient with Chronic 
Ulcerative Colitis as Demonstrated by Needle Biopsy 

M. S. KLeckner, M. H. Staurrer, J. A. BARGEN, and 
M. B. Docxerty. Gastroenterology [Gastroenterology] 
22, 13-33, Sept., 1952. 8 figs., 46 refs. 


At the Mayo Clinic, needle biopsy of the liver was 
carried out in 32 patients with chronic ulcerative colitis, 
26 of whom had some indication of possible hepatic 
disease. In 9 cases there was found to be fatty infiltra- 


tion, in 6 cirrhosis, in 6 pericholangitis (half of these 
associated with biliary stasis), in 3 metastatic carcinoma, 
in 2 diffuse hepatitis, in one necrosis, and 5 were normal. 
Of the preparations from the remaining 6 patients with- 
out signs or symptoms of hepatic disease, 2 were normal, 
2 showed pericholangitis, and 2 fatty infiltration. There 
was no apparent correlation between the fatty infiltration 
and antibiotic therapy, nor between the duration, activity, 
or extent of the colitis, or the degree of malnutrition and 
loss of weight, and the hepatic lesions observed. 
A, C. Frazer 


725. The Syndrome of Impending Hepatic Coma in 
Patients with Cirrhosis of the Liver Given Certain Nitro- 
genous Substances . 

G. B. R. Schwartz, G. J. Gasuzpa, and 
C. S. Davipson. New England Journal of Medicine 
[New Engl. J. Med.] 247, 239-246, Aug. 14, 1952. 1 fig., 
22 refs. 


In 5 of 9 chronic alcoholic patients studied at Boston 
City Hospital, who all suffered from advanced cirrhosis 
of the liver and who were given different types of nitro- 
genous substances, a syndrome comparable to impending 
hepatic coma was produced. Two of these patients 
had received an ammonium-containing resin, one di- 
ammonium citrate, and 2 were given only an increased 
protein diet. The other 4 patients showed no such re- 
action although given similar treatment. The syndrome 
consisted of mental disturbance, a type of “ flapping ”’ 
tremor, and electroencephalographic changes. No con- 
sistent relation was found between these symptoms and 
the blood urea concentration, and no other specific bio- 
chemical changes were noted. 

The authors conclude from their investigation 
that administration of the substances used may be 
hazardous to patients with liver disease [and it is useful 
that such warning be given, since exchange resins, high- 
protein diets, and ammonium salts are all used in the 
treatment of cirrhosis of the liver]. All the clinical 
changes noted were reversible on stopping the ad- 
ministration of the nitrogenous substances. 

Thomas Hunt 


726. Liver Biopsy in Some Hepatic Diseases. 
MopdonornyecKoe 
HEKOTOpbIX ee 3a60NeBaAHHAX) 

E. B. CHERNISHOVA. Tepaneemuyecxui A pxue [Terap. 
Arkh.] 24, 66-73, No. 4, 1952. 4 figs., 9 refs. 


The author recommends Abramov’s method of liver 
biopsy, which makes use of a relatively thin “* camphor- 
needle *’ instead of the usual trocar and cannula. The 
material obtained, which is prepared in the form of 
smears and stained by the Romanowsky—Wright method, 
is adequate for cytological, though not histological, 
examination, and it is claimed that, with the usual pre- 
cautions, this method is the safer of the two. An 
anterior subcostal approach is used. 

A series of 64 punctures were performed on 57 patients, 
of whom 20 had cirrhosis of the liver, 7 hepatic tumours, 
3 leukaemia, 2 brucellosis, 3 polycythaemia, 1 liver 
abscess, 18 cardiac disease, and 3 “* other diseases ”’. 
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In 9 cases of septic endocarditis (out of the 18 cases of 
cardiac disease) there was an intense hyperplasia of the 
reticulo-endothelial system, which is considered to be 
responsible for the clinical enlargement of the liver. 
This hyperplasia was much less in evidence in the 4 cases 
of rheumatic valvular disease and 3 cases of “ athero- 
sclerotic cardiosclerosis ’’. The smears of cirrhotic liver 
tissue showed “‘ whole sheets of connective tissue ’’ with 
enmeshed atrophic liver cells, numerous fibroblasts and 
collagen fibres, and a large number of Kupffer cells, 
while in all pyrexial cases increased numbers of reticulo- 
endothelial cells were noticed, which was taken as 
evidence of an active ‘‘ mesenchymal hepatitis’. The 
parenchymatous hepatic cells in all these cases showed 
various degrees of ** albuminous degeneration ’’, some- 
times with vacuolation, and areas of regeneration were 
also encountered. There was a characteristic lack of 
uniformity in the size of the liver cells in cirrhosis, and 
fatty infiltration was rather inconstant. Cardiac cir- 
rhosis was difficult to interpret cytologically, but “* pig- 
ment cirrhosis ’’ was diagnosed easily from the smears, 
as were malignant tumours, malignant cells being found 
even in tissue taken from the portions of the liver not 
macroscopically involved. This method was, however, 
of little use in diagnosing the nature of the tumour and 
in distinguishing primary neoplasms from secondary 
deposits. A. Swan 


727. Primary Carcinoma of the Liver Following Viral 
Hepatitis. Report of Two Cases 

J. M. Watsue and H. H. Wore. Lancet [Lancet] 2, 
1007-1010, Nov. 22, 1952. 4 figs., 17 refs. 


728. Utilization of Cholangiogram during Exploration 
for Biliary Atresia 

O. SWENSON and J. H. FisHer. New England Journal of 
Medicine [New Engl. J. Med.] 247, 247-248, Aug. 14, 
1952. 2 figs., 1 ref. 


At the Boston Floating Hospital for Infants and 
Children 4 cases of neonatal jaundice were investigated 
by the instillation of radio-opaque dye into the gall- 
bladder. Radiographs were taken in the operating 
theatre, dye being introduced through a catheter inserted 
into the fundus of the gall-bladder exposed through a 
short right subcostal incision. By this technique 
patency of the biliary tree could be demonstrated, or 
if not, surgical exploration in an attempt to relieve the 
obstruction was proceeded with. In one of the 4 cases 
so examined no biliary duct system was found, but in 
the other 3 patent ducts were visualized. The authors 
suggest that some of the neonatal cases regarded as being 
due to atresia of the extrahepatic ducts may be in fact 
due to plugging of the bile ducts by inspissated bile, 
and that these patients are suffering from the condition 
of mucoviscidosis described by Patterson. Treat- 
ment was therefore directed towards reducing the vis- 
cosity of the biliary and pancreatic secretions. 

[The technique described is simple and should help in 
the differential diagnosis of such cases of neonatal 
jaundice, in which the prognosis is very different from 
that of congenital biliary atresia.] Thomas Hunt 
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729. Observations on the Splenic Flexure Syndrome 

T. E. MACHELLA, H. J. DworkeNn, and F. J. Bie. Annals 
of Internal Medicine [Ann. intern. Med.] 37, 543-552, 
Sept., 1952. 4 figs., 10 refs. 


Accumulation of gas in the splenic flexure of the colon 
sometimes causes a type of discomfort which leads to 
the suspicion of coronary arterial disease, and the authors 
describe 40 cases of this kind (19 in men and 21 in 
women, the patient’s ages ranging from 29 to 73) which 
they have studied at the Hospital of the University of 
Pennsylvania. In every case the electrocardiogram was 
normal, yet despite this “‘a few’’ of them had been 
retired from active work and were living the life of 
cardiac invalids. In 36 cases relief of the discomfort 
was obtained from the expulsion of gas or faeces spon- 
taneously or as the result of an enema. In about one- 
quarter of the cases relief followed the taking of food 
(possibly as a result of the gastro-colic reflex). Occasion- 
ally changes of posture helped. [No systematic observa- | 
tions appear to have been made of the effect of nitrites, 
but it,is stated that “ one patient reported no relief from 
nitroglycerin ”’.] The symptoms were precipitated by 
emotional disturbances in 15 cases, by constipation in 10, 
by meals in 10, and by lying down in 5. The site of the 
discomfort was nearly always the praecordium or the left 
upper quadrant of the abdomen, in 2 cases it was in the 
left scapula and left shoulder, there was radiation down 
the left arm in 6 cases, and into the left. side of the neck 
in 8. An accumulation of gas was found in the splenic 
flexure of the 15 patients who were examined fluoro- 
scopically during an attack, while in one case such an 
accumulation was repeatedly observed during attacks, 
but not during symptom-free intervals. In 34 cases a 
barium-enema examination was made: in 19 the result 
was negative, but in the remainder there was evidence 
of increased irritability of the colon. In 6 cases the 
typical discomfort was reproduced when the flexure was 
filled with barium. Denys Jennings 


730. Supradiaphragmatic Reference of Pain from the 
Colon 

H. J. DworKEN, F. J. Bret, and T. E. MACHELLA. Gastro- 
enterology [Gastroenterology] 22, 222-231, Oct., 1952. 
3 figs., 8 refs. 


In 11 cases of the splenic-flexure syndrome [see 
Abstract 729] a Levin tube, reinforced with an intra- 
luminal coiled steel spring and fitted with a 10-cm. 
balloon, was introduced into the splenic flexure through 
a sigmoidoscope. In every case the introduction of 150 
to 600 ml. of air into the balloon produced symptoms 
identical or almost identical with those of which the 
patient complained. When 7 normal control subjects 
(of similar age and sex distribution) were subjected to 
the same procedure, only one developed precordial or 
substernal pain; in the others the pain was epigastric or 
in the left upper quadrant. 

Distension by the balloon of the upper descending 
colon produced pain in the left flank. Distension of the 
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upper sigmoid produced pain in the left flank in one 
case, and in the suprapubic region in another. Dis- 
tension of the transverse colon produced pain either 
in the mid-abdomen or in the left flank. There was 
no difference between electrocardiograms taken before 
and during distension of the colon. Denys Jennings 


731. Rectal and Colonic Polyps 
I. F. ENquist and D. State. Surgery [Surgery] 32, 696-— 
703, Oct., 1952. 1 fig., 36 refs. 


Between March, 1948, and March, 1951, a total of 
3,364 apparently healthy persons at or over the age of 
45 years were thoroughly examined by a series of 
specialists at the Cancer Detection Centre of the Uni- 
versity of Minnesota Hospitals, with a view to detecting 
early cancer in any part of the body. 

Examination of the rectum and colon by sigmoido- 
scopy and radiography revealed 900 separate polyps in 
a total of 580 persons. The polyps were mostly (95-7%) 
within the sigmoidoscopic range and were more common 
in males than females, the ratio being 3 to 2. Multiple 
polyps were found in 188 persons (32-7%%), and the num- 

' ber varied from 2 to 11. Polyps were slightly less 
common in persons over the age of 64. Only 35 patients 
were found to have occult blood in the stools. A 
biopsy was made of 104 of the 868 polyps seen on 
sigmoidoscopic examination, and 8 were shown to be 
malignant; 4 (11°) of 36 lesions which were over | cm. 
in diameter proved to be malignant. 

Nearly every person was re-examined at yearly 
intervals, and 237 polyps were discovered for the first 
time at the re-examination. Zachary Cope 


732. Intussusception. A Review of Experience at the 
Massachusetts General Hospital, 1937-1951 

G. H. LAwrence and H. UnreLtper. New England 
Journal of Medicine [New Engl. J. Med.] 247, 499-502, 
Oct. 2, 1952. 15 refs. 


The authors review 53 cases of intussusception, 38 in 
children and 15 in adults, treated at Massachusetts 
General Hospital during the period 1937-51. In the 
children an acute onset of intermittent colicky abdominal 
pain, nausea, vomiting, and abdominal resistance to 
palpation were the constant clinical features. Neverthe- 
less there was no history of pain in 8 children, in 5 of 
whom there was gangrenous intussusception and in 3 an 
irreducible lesion. A mass was palpable in 4 children. 
Melaena was absent in half the children, and occult 
blood in the stools was inconstant. Radiography was 
widely used and proved a useful diagnostic aid in over 
one-third of the cases; however, no abnormality was 
seen in control films taken before obstruction supervened, 
and a barium enema showed nothing if the intussuscep- 
tion was in the small bowel. 

The commonest form of intussusception was entero- 
colic (34 children), the other 4 cases being in the small 
bowel and in these gangrene was very common. Meckel’s 
diverticulum (1 case), reduplication (1), typhoid fever (1) 
were found as causes in the children, and mobile caecum 
(8 cases) and mesenteric adenitis (14) also occurred. 
One case of multiple intussusception and one of retro- 
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grade intussusception without apparent cause were 
found. In adults, Meckel’s diverticulum was the cause 
in 2 patients, and polypi in 6; in this age group the dura- 
tion of symptoms was longer, a history of abdominal 
pain more constant, and melaena and the finding of a 
mass were less frequent than in the children. The 
intussusceptions were irreducible in all the adults. 
Treatment was entirely surgical, hydrostatic methods 
being attempted in only 3 cases. One child with typhoid 
fever died before the diagnosis was made, and another 
with glomerulonephritis was too ill for surgery and also 
died; the remaining 36 children were operated on. In 
3 the intussusception was found to have beén reduced 
by the barium enema, and simple reduction was accom- 
plished in 28. In 5 cases (4 with gangrenous bowel) 
resection with end-to-end anastomosis was performed, 
and one of these children died. Concomitant appendi- 
cectomy was performed in 26 cases without increasing 
the operative risk. Appendicectomy and fixation of the 
caecum, however, did not prevent recurrent intussus- 
ception in one child. Among the adults, 2 were operated 
on shortly before death and 13 others underwent re- 
section with end-to-end anastomosis, with 1 death. 
Aseptic anastomosis did not reduce the incidence of 
wound sepsis or localized peritonitis; abscess formation 
occurred in 2 patients. Charles P. Nicholas 


733. Cancer of the Rectum. A Study of Long-term 
Survival 

F. A. R. H. M. F. Bryant, and W. E. 
Brown. Annals of Surgery [Ann. Surg.] 135, 841-852, 
June, 1952. 15 refs. 


In an analysis of all cases of carcinoma of the rectum 
treated at the University of Michigan Hospital, Ann 
Arbor, during the 10-year period 1935-45, the authors 
attempt to evaluate the results of treatment in more 
absolute terms than the 5-year cure rate provides. 

Of the total of 1,064 patients, 302 (28-4°%) were alive 
after 5 years, representing 54-6% of the 553 patients whose 
lesion permitted definitive treatment with a. chance of 
cure. Among the 194 patients in whom the result could 
be assessed after 10 years the survival rate was 27-3%; 
if the patients who died of intercurrent disease are 
included among the survivors, however, the maximum 
possible survival rate would be 32-3%. The figures for 
cases treated by anterior resection were slightly better 
than those for cases treated by the abdomino-perineal 
operation, probably owing to the higher site of 
origin of the tumour in the former group. All the 
patients in whom recurrence occurred between the Sth 
and 10th years of observation had undergone the 
abdomino-perineal operation; this indicates, it is 
suggested, that the lateral spread of lesions in the lower 
rectum may be wider than the limits of radical removal. 

[The introduction to this article contains an excellent 
commentary on the computation and presentation of 
survival statistics which is applicable to every medical 
author and should be circulated to all who aspire to 
publish their results. Unfortunately, it is followed by 
a bewildering series of figures and tables which are very 
difficult to understand.] J. Marshall Pullan 
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734. Incidence of the Physiological Third Heart Sound 
A. W. SLOAN, F. W. CAMPBELL, and A. S. HENDERSON. 
British Medical Journal [ Brit. med. J.] 2, 853-855, Oct. 18, 
1952. 2 figs., 20 refs. 


’ The third heart sound was first described independently 
by Gibson and by Hirschfelder in 1907. Since then its 
incidence as reported by various workers has varied 
widely; in some 2,000 normal subjects, all under 30 years 
of age, examined by auscultation only the incidence has 
ranged from 0-7% to 93-7%. © 

In the present investigation, carried out at Glasgow 
University, a comparison was made in 123 men and 
women students, aged 17 to 32 years and without 
evidence of cardiac disease, of the incidence of the third 
heart sound using two different methods: (1) as heard 
by a majority of three observers using a stethoscope; 
and (2) in phonocardiograms recorded by a crystal 


microphone and amplifier (as described by the authors — 


with Andrew (Brit. Heart J., 1952, 14, 271)). With 
Method 1 the incidence was 12%. With Method 2 
vibrations in the characteristic position of the third sound 
occurred in 100% of cases when the characteristics 
of the amplifier were adjusted so as to give linear amplifi- 
cation, both with and without the addition of a length of 
stethoscope tubing interposed between the chest-wall 
receiver and the microphone. When the amplifier 
characteristics were adjusted to give a frequency response 
in the phonocardiograph closely resembljng that of the 
human ear, vibrations corresponding to the position of 
the third sound were recorded in 39%. 

The authors point out that no generally accepted 
criteria exist regarding the nature of the phenomena to 
be designated ‘* heart sounds ’’ (for example, frequency 
and amplitude of component vibrations), and they also 
emphasize that the results of different observers cannot 
usefully be compared unless the characteristics of the 
amplifier used are known and the instrument calibrated 
by a method such as that introduced by Mannheimer 
(Acta paediatr., Stockh., 1940, 28, Suppl. 2). 

R. A. Gregory 


735. The Frequency of Functional Heart Disturbances. 
A Study of 1,000 Consecutive Private Cardiac Patients 
A. M. Master. Journal of the American Medical Asso- 
ciation [J. Amer. med. Ass.] 150, 195-198, Sept. 20, 1952. 
1S refs. 


Of 1,000 consecutive patients seen in the author’s 
practice, three-fourths of whom lived in New York City, 
382 were found on fluoroscopic and electrocardiographic 
examination to be suffering from functional “* disturb- 
ance ’’ of the heart (which term is preferred to “* disease *’). 
Of these 382, 289 were male and 93 were female, the 
majority being under 50 years of age, whereas the 
majority of patients with arteriosclerotic heart disease 
are over 50, 


Pain or pressure in the chest was the commonest 
symptom and was found in 64% of cases, occurring alone 
in 171 patients and in conjunction with other functional 
disturbances in 72 others. Occasionally the pain was 
indistinguishable from that of coronary disease. Parox- 
ysmal tachycardia occurred in 50 patients, premature 
beats in 18, neurocirculatory asthenia in 48, anxiety 
neurosis in 13, hypertension in 17, and murmurs in 12. 
A group of 53 patients was classified as ** miscellaneous ”’. 
Chest pain was present in 42°, of the patients with 
paroxysmal tachycardia, which was sino-auricular in 
type. The functional murmurs were all systolic in time. 
There was no instance of ventricular tachycardia or of 
a Grade-3 murmur. ‘“ Sighing’’ was often mistaken by 
the patients for shortness of breath which, when it was 
present, was due to bronchial asthma or chronic 
bronchitis. 

The treatment of these functional disturbances of the 
heart is often unsuccessful, but it is hoped that recognition 
of their frequent occurrence will lead to research into 
their causes with a view to their prevention or cure. 

R. R. Willcox 


736. Cardiac Arrest and Ventricular Fibrillation. A 
Method of Treatment by Electrical Shock 

I. K. R. McMILLAN, F. B. Cockett, and P. Sty Les. 
Thorax [Thorax] 7, 205-212, Sept., 1952. 5 figs., 8 refs. 


In discussing the treatment of ventricular fibrillation 
the authors stress the importance of carrying out cardiac 
massage to maintain coronary flow, and advocate the 
application of repeated electric shocks to the heart to 
restore normal rhythm. From experience gained in the 
treatment of ventricular fibrillation in dogs they have 
evolved a simple apparatus applicable to man. This 
consists of a double-wound transformer with a tapped 
secondary circuit supplying 1 amp. from any tapping. 
The primary circuit is supplied from the A.C. mains 
through a foot-operated switch and a motor-driven 
interrupter whose contacts close for 0-5 second every 
1-5 seconds. Voltages ranging from 85 to 300 can be 
selected by means of a rotary switch. The interrupter 
is set in motion by closure of the mains switch, while the 
shocking current is controlled by the foot-switch. The 
electrodes are two large plates suitably curved to fit on 
either side of the heart. Unless the heart is already 
exposed by operation the electrodes are applied within 
the pericardial sac through a transabdominal, trans- 
diaphragmatic approach. Of 10 dogs treated, defibrilla- 
tion was successfully accomplished in 9. Superficial 
coagulation of the heart muscle, but no burning, was 
found in some of these animals. 

The use of this method in the treatment of 3 cases of 
ventricular fibrillation in man are reported, in all of which 
normal rhythm was induced, but in only one did the 
patient survive. He was a man of 32 who was under- 
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going a left lower lobectomy and whose heart stopped 
during the operation. Cardiac massage resulted in 
ventricular fibrillation after 9 minutes. Two shocks 
were passed and asystole produced. This was followed 
by ventricular fibrillation again after the intracardiac 
injection of adrenaline. Two more shocks were given, 
producing asystole, and the heart started beating in 
normal rhythm after massage for a total of 50 minutes 
after the original arrest. The patient was alive at the 
time of reporting, but had considerable intellectual 
deterioration and spasticity of the right arm which, how- 
ever, were improving. 

The authors emphasize the danger of inducing ventri- 
cular fibrillation by intracardiac injection of adrenaline. 

A. M. Macarthur 
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737. Cardiographic Studies in Severe Pulmonary 
Emphysema 

J. P. D. Mounsey, L. W. RItZMANNn, and N. J. SELVER- 
stone. British Heart Journal (Brit. Heart J.| 14, 442- 
450, Oct., 1952. 6 figs., 12 refs. 


At the Postgraduate Medical School of London electro- 
cardiograms were analysed in 16 cases of severe emphy- 
sema in which right ventricular pressures were measured. 
It is concluded that a persistent RSR; pattern in pul- 
monary emphysema is presumptive, but not diagnostic, 
evidence of right ventricular hypertrophy. A relation- 
ship was noted between electrocardiographic evidence of 
right ventricular hypertrophy and increased right ventri- 
cular pressure in the absence of congestive heart failure. 
Although it was found that right ventricular hypertension 
could occur in the presence of a normal electrocardio- 
gram, electrocardiographic evidence of right ventricular 
hypertrophy was never noted in the presence of a normal 
pressure. It is pointed out that the development of 
electrocardiographic evidence of right ventricular hyper- 
trophy may often be a late event in the clinical course 
of heart disease due to emphysema. In other words, the 
value of the electrocardiogram lies more in confirming 
the nature of the heart disease present than in diagnosing 
its inception. William A. R. Thomson 


738. The Cardiographic Diagnosis of Combined Ven- 
tricular Hypertrophy 

A. PAGNONI and J. F. Goopwin. British Heart Journal 
[Brit. Heart J.| 14, 451-461, Oct., 1952. 12 figs., 13 refs. 


This investigation was made at the Postgraduate 
Medical School of London to determine whether cardio- 
graphic criteria could be established for the diagnosis of 
biventricular hypertrophy. Unipolar-lead electrocardio- 
grams were studied in 107 patients, 51 with combined 
ventricular hypertrophy, 26 with isolated right ventricular 
hypertrophy, and 30 with isolated left ventricular hyper- 
trophy. All the diagnoses were confirmed at necropsy. 
The electrocardiographic diagnoses in the 51 patients 
with combined hypertrophy were: combined hyper- 
trophy in 13, isolated left ventricular hypertrophy in 13, 
isolated right ventricular hypertrophy in 10, bundle- 


branch block in 6, intraventricular block in 1, and “* non- 
specific ” in 8. 

It is concluded that the combination of an R wave 
greater than Q in aVR and an S wave larger than R in 
V5 with inversion of T in V1, together with signs of left 


’ ventricular hypertrophy, is diagnostic of combined hyper- 


trophy. The association of a vertical heart with signs of 
left ventricular hypertrophy is “‘ highly suggestive’ of 
combined hypertrophy, but the combination of signs of 
right ventricular hypertrophy with a horizontal heart 
does not provide evidence of combined hypertrophy. 
It is possible that the presence of signs of combined 
ventricular hypertrophy may have some prognostic value 
in patients with lone aortic or hypertensive disease, as 
an indication of impending failure of the right ventricle. 
The authors do not expect to find cardiographic signs of 
combined hypertrophy in more than about one-quarter 
of cases in which hypertrophy is present. 
William A. R. Thomson 


739. Intermittent Preponderance. (La prépondérance 
intermittente) 

M. SeGers. Archives des Maladies du Ceur et des 
Vaisseaux [Arch. Mal. Ceur] 45, 800-806, Sept., 1952. 
4 figs., 14 refs. 


The cases are described of 2 patients with athero- 
sclerosis and mild hypertension in whom electrocardio- 
graphy showed first transient, and later established, left 
ventricular preponderance. Abnormal complexes were 
seen sometimes to appear spontaneously and, to be 
followed immediately by normal complexes; at other 
times abnormal complexes were associated with auricular 
premature systoles but not with normal sinus beats, or 
they appeared with the tachycardia resulting from effort, 
the tracing reverting suddenly to normal as the pulse 
slowed. The abnormal complexes had a duration of 
0-12 second, with very tall Ri, inverted T,, and very 
deep S;. The author suggests that their abrupt appear- 
ance and disappearance indicated that they were due to 
a transient form of intraventricular block which later 
became permanent, and that these cases provide evidence 
that the electrocardiographic appearance of ventricular 
preponderance may be due to the development of such a 
block rather than to the gradual hypertrophy of ventri- 
cular walls. The paper is illustrated by good repro- 
ductions of synchronous 4-lead electrocardiograms. 

J. A. Cosh 


740. Changes in Certain Abnormal Electrocardiograms 
due to MHyperpotassaemia. (Variations de certains 
électrocardiogrammes anormaux sous l’effet de I’hyper- 
potassémie) 

H. Metzcer, A. BLum, and C. Scumipt. Archives des 
Maladies du Ceur et des Vaisseaux [Arch. Mal. Ceur] 45, 
807-814, Sept., 1952. 5 figs., 6 refs. 


Serial electrocardiograms are presented to show the 
changes accompanying an increase in serum potassium 
level in 3 patients whose tracings were initially abnormal. 
Two of the patients died of anuria and uraemia, one 
having initial left ventricular preponderance due to hyper- 
tension, and the other pericarditis. The third patient 


a 
t 
i 
I 
\ 
i 
é 
I 


im 

= 


CONGENITAL HEART DISEASE 213 


had left ventricular preponderance due to hypertension, 
and was given potassium chloride by mouth. In general, 
the electrocardiograms showed, superimposed upon the 
initial abnormality, the changes usually associated with 
hyperpotassaemia—an increase in the height of the T 
waves and, in one case, intraventricular conduction delay. 
The only exception was the deepening of an inverted T3 
in the first case. [Sharpey-Schafer (Brit. Heart J., 1943, 
5, 80) found that the oral administration of potassium 
salts deepened the inverted T waves resulting from myo- 
cardial infarction. Myocardial infarction was not, 
apparently, proved in the case described here.] The 
degree of electrocardiographic change was definitely not 
proportional to the serum potassium level. [Changes in 
other electrolyte levels are not recorded.] 
J. A. Cosh 
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741. Compensatory Mechanisms for the Anoxia of 
Cyanotic Congenital Heart Disease 

H.E. HOLLING. Clinical Science (Clin. Sci.] 11, 283-295, 
1952. 6 figs., 25 refs. 


The mechanisms compensating for anoxia have been 
investigated in 45 cases of cyanotic congenital heart 
disease at Guy’s Hospital, London. In every case the 
effective pulmonary blood flow (Bing ef al., Bull., Johns 
Hopk. Hosp. 1947, 80, 107 and 121), on which the severity 
of the anoxia in such cases ultimately depends, was 
calculated (in litres per minute) from the following 
formula: 


Oxygen Consumption (ml. per minute) 


Difference in Oxygen Content between Pulmonary 
Venous and Mixed Venous Blood 


Of the various mechanisms which help to compensate 
for anoxia, the more important were found to be: (1) 
Increase in cardiac work. In pulmonary stenosis and 
in Fallot’s tetralogy this is accomplished by a rise in 
right ventricular pressure. (2) Increase in oxygen 
utilization. Thus the oxygen tension of the mixed 
venous blood falls from the normal level of 73°% satura- 
tion (40 mm. Hg tension) to 58% saturation (30 mm. Hg 
tension). (3) Increase in oxygen-carrying capacity of 
the blood. It would appear that the polycythaemic 
response is determined more by reduction in the effective 
pulmonary blood flow than in the arterial oxygen satura- 
tion, the haemoglobin concentration being more closely 
related to the former than to the latter. 

A. I. Suchett-Kaye 


742. Personal Experience in the Surgical Treatment of 
Congenital Heart Disease. (La nostra esperienza nel 
trattamento chirurgico delle angiocardiopatie congenite) 
A. De Gasperis, F. ROvVELLI, and N. Pezza. Ospedale 
Maggiore [Osped. maggiore] 40, 313-338, July, 1952. 
37 figs., bibliography. 

Out of a total of 55 cases of congenital malformation 
of the heart and great vessels investigated at the Nuovo 
Ospedale Maggiore, Milan, with a view to possible 
surgical treatment, 38 were found suitable for operation. 


These included 23 cases of the tetralogy of Fallot, 5 of 
the trilogy of Fallot, one of pure pulmonary stenosis, 
4 of patent ductus arteriosus, and 4 of coarctation of 
the aorta. Of the first group, Blalock’s operation was 
successfully performed in 17 cases with good functional 
improvement, the direct Brock procedure in 6, valvulo- 
tomy in 4, and infundibulotomy in 2. In addition 
valvulotomy was carried out successfully in 4 of the 
cases of Fallot’s trilogy and in the case of pure pulmonary 
stenosis. Emphasis is laid upon the need for careful 
preoperative study by cardiac catheterization and radio- 
logy. For the operation an anterior thoracotomy 
approach is preferred, as it permits of a direct examina- 
tion in order to establish the type of stenosis. The 
authors favour Brock’s operation as being more physio- 
logical and giving a better prognosis by eliminating the 
strain upon the right ventricle. 

For the closure of a patent ductus arteriosus a postero- 
lateral incision with double ligation and transfixion of 
the ductus is preferred. This was carried out in 3 of the 
authors’ cases, and division and suture in the remaining 
one. 

A full description of the 4 cases of aortic coarctation 
is given. Following resection and anastomosis 2 of the 
patients died, one of mesenteric thrombosis and the other 
from pulmonary oedema. The indications for surgical 
correction of this malformation are not yet clear. Since 
it is obviously unwise to await the onset of progressive 
symptoms or complications the optimum age for opera- 
tion is between 10 and 20, but the decision to intervene 
must depend on experience and the achievement of a 
low surgical mortality. 

[This is an interesting and well-presented paper with 
excellent illustrations, and is worthy of stydy in the 
original by those interested in this subject.] 

C. A. Jackson 


743. Surgical Closure of Defects of the Interau 
Septum by the Use of an Atrial Well ; 

R. F. Gross, A. A. POMERANZ, E. WATKINS, and E. I. 
GoxtpsMiTtH. New England Journal of Medicine [New 
Engl. J. Med.\ 247, 455-460, Sept. 25, 1952. 3 figs., 
7 refs. 


The authors have investigated the problem of the 
treatment of intra-atrial septal defects. They discuss 
the various methods by which attempts have been made 
to treat this lesion, and find them all open to criticism. 

By means of extensive experiments on dogs they have 
developed a technique which employs an atrial well ”’, 
that is, a conical rubber funnel whicn is sewn to the 
atrial wall, and into which blood is allowed to flow from 
the open heart chamber until it reaches the level of mean 
intra-atrial pressure. Through the orifice at the lower 
end it has been possible to undertake deliberate intra- 
cardiac manceuvres without thrombosis in the well or 
interference with the circulation. Various methods for 
occluding the defect were tried, and are described. The 
authors have decided that where an orifice is 1 cm. or 
less in diameter it can safely be sutured, but where 
it is larger than this a plastic sheet should be used to 
close it. 
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Using this technique the authors have now operated 
upon 6 patients with intra-atrial septal defects. For 
human subjects they used a “ well”’’ 15 cm. in length 
with an upper orifice of 13 cm. diameter and a lower 
orifice of 4 cm. diameter, capable of being expanded to 
6 cm. by a special self-retaining retractor. Details of 
the cardiac lesion in the 6 cases are given. The first 4 
patients died, but the last 2 survived and were very much 
improved ; it is felt that the operation may, in future, 
carry a low mortality. J. R. Belcher 
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744. The Surgical and Pathological Anatomy of the 
Mitral Valve 

R. C. Brock. British Heart Journal (Brit. Heart 
14, 489-513, Oct., 1952. 26 figs., 9 refs. 


In this detailed and important paper the author draws 
on his extensive operative experience in describing the 
anatomy, function, and pathology of the mitral valve. 
The popular conception of the operation of the valve, 
with its two cusps opening and closing like simple double 
doors, is, in the author’s opinion, erroneous, the valve 
mechanism being more complex than it is commonly 
represented to be. The cusps themselves are an essential 
feature, but the papillary muscles and chordae tendineae 
play an important role which must not be ignored in 
considering the operative relief of mitral stenosis. In 
describing the anatomy of the normal valve he empha- 
sizes the following points: (1) The cusps have a flat or 
horizontal central part with two lateral oblique or 
receding edges. (2) The chordae tendineae are inserted 
into the free edges and ventricular surfaces of the cusps, 
the antero-lateral and postero-medial papillary muscles 
each supplying chordae to both cusps. (3) There are 
two points of primary attachment of the chordae on 
each cusp which the author terms the “ critical areas of 
insertion”. These are the points of most direct attach- 
ment of the papillary muscles to the cusp by those 
tendons which arise from their very summit, and the 


more obliquely placed tendons play a less important: 


supporting role. (4) The zone between the critical areas 
of insertion forms the central blood channel and cor- 
responds to the horizontal part of the cusp described 
above, most of the oblique or secondary tendons being 
inserted into the lateral parts. (5) The total surface area 
of the cusps is greater than the area of the mitral ring, 
suggesting that there is some puckering or overlap of the 
cusps as the valve closes. The chordae and papillary 
muscles prevent the cusps being blown inside out. 

At operation in cases of mitral stenosis the stenosed 
orifice is found to be curiously constant in size (1-0 x 0-5 
cm.), whatever the severity of the symptoms or the 
duration of the disease, and whether the stenosis has 
been produced by a mild valvitis or by a severe inflam- 
matory process. In judging the functional state of the 
valve the degree of involvement of the associated valve 
elements has to be taken into consideration, namely, the 
amount of distortion or fibrosis of the chordae. A 
valvitis which simply leads to deformity of the cusp 


margins does not cause disability, since there is plenty 
of “* slack *’ in the cusps to ensure closure. If, however, 
the process starts at the points of critical insertion and 
both the cusp and the chordae are involved, the latter 
may become adherent to each other. This causes the 
lateral, oblique parts of the cusp to come together, without 
actually being knit together by scar tissue. However, 
the central channel between the critical points of insertion 
may still allow an adequate blood flow into the ventricle, 
clinical stenosis developing only when secondary scarring 
has further narrowed the opening. Thus at the one 
extreme there is the type of stenosis in which the cusps 
are lightly adherent and can easily be separated at 
operation with restoration of normal valve action, and 
at the other extreme the type of stenosis in which the 
chordae, papillary muscles, and mitral ring are all in- 
volved so that a rigid funnel or diaphragm is produced. 
In the latter type the fusion and shortening of the chordae 
make surgery impracticable, or the stenosis, if opened, 
may recur. 

Mitral regurgitation is often the result of a more severe 
destructive process than stenosis. It is not produced by 
distortion of the cusps alone, but requires additional 
factors such as shortening of the chordae or enlargement 
of the mitral ring. Regurgitation is always more marked 
if the aortic cusp is deformed and may well be associated 
with stenosis. The definition of three types is sug- 
gested: (1) A slight degree of regurgitation associated 
with a severely stenosed orifice. This is cured by valvo- 
tomy, which restores valve function, and is not important. 
(2) A definite regurgitant stream through an orifice con- 
siderably larger than the standard mitral stenotic opening, 
the valve having been destroyed and replaced by a rigid 
diaphragm with a hole in it through which blood can 
ebb and flow. (3) Regurgitation through a very large 
orifice (up to 4x2 cm.). The mitral ring may well be 
dilated and both atrium and ventricle considerably 
enlarged. The possibilities in the treatment of mitral 
regurgitation by flap operations are discussed, but with- 
out much optimism as to their future. 

T. Holmes. Sellors 


745. Angiocardiography in Mitral Disease. (L’angio- 
cardiopneumografia nei vizi mitralici) 

A. Actis-Dato, P. F. ANGELINO, and E. ZAMBELLI. 
Minerva Medica {Minerva med., Torino] 43, 693-713, 
Oct. 18, 1952. 33 figs., 28 refs. 


The angiocardiogram of the normal heart shows the 
following sequence of events: the right side of the heart 
is opacified in the first 2 seconds after injection of the 
dye and the opacification is U-shaped. The dye leaves 
the right side in 3 to 4 seconds and passes rapidly through 
the pulmonary arterial tree, which is always sharply and 
regularly outlinéd; it enters the left auricle in about 6 
seconds and rapidly opacifies the left ventricle and the 
aorta. The auricle is about the size of a tangerine 
orange, with the ovoid left ventricle lying below and to 
the left. By the end of 10 seconds the opacification is 
fading. 

In mitral stenosis the superior vena cava and right 
auricle may be slightly increased in size, while the right 
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ventricle is nearly always larger than normal; the pul- 
monary conus is enlarged in its transverse diameter and 
appears convex instead of rectangular. Thus the normal 
U shape is lost and in addition opacification may persist 
for as long as 8 seconds. The branches of the pul- 
monary artery are irregular, tortuous, and fragmented, 
and the pulmonary veins dilated and well-marked; 
the dye may persist in the pulmonary vessels until the 
end of the examination. The left auricle is the size of 
an orange or larger and is intensely and persistently 
opacified; the left ventricle can be seen as a small, 
poorly filled shadow below it. In certain cases a dense 
jet of opacity can be recognized in the left ventricular 
shadow which is said to correspond to the stream of dye 
coming through the stenosed mitral orifice. The aorta 
is often reduced in size and displaced to the left. Opaci- 
fication may persist in the left side of the heart for up to 
20 seconds after the injection of the dye. 

The authors believe that they can distinguish mitral 
incompetence by two features: (1) the left auricle and 
left ventricle are equally opacified; and (2) the left 
ventricle is larger than normal. The abnormalities in 
the pulmonary vascular tree, together with persistent 
opacification and the delayed visualization of the left 
auricle, suggest pulmonary hypertension, while normally 
outlined arterioles with absence of pre-capillary filling 
may indicate spasm rather than sclerosis. Angiocardio- 
grams repeated after operation show a change towards 
the normal both in the size of the heart chambers and 
the vessels and in the times of opacification, but these 
are less marked in patients with pronounced pulmonary 
hypertension. 


[This is a long and detailed article and is worth 


consulting in the original if only for the excellent angio- 
cardiograms and diagrams which accompany it.] 
A. Paton 


See also Pathology, Abstract 634 
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746. Premature Ventricular Contractions and Exercise 
R. H. MANN and H. B. BURCHELL. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 
27, 383-389, Sept. 24, 1952. 3 figs., 8 refs. 


Electrocardiograms taken immediately after exercise in 
a series of approximately 400 consecutive patients re- 
vealed ventricular extrasystoles in 21. In 10 of the 21 
patients extrasystole was present in tracings taken before 
the exercise test and persisted, or increased in frequency, 
immediately afterwards, but in only 3 of these 10 was 
there evidence of coronary insufficiency. All the 11 
patients with extrasystole after, but not before, exercise 
were considered to have coronary insufficiency. 

It is suggested that precipitation of ventricular extra- 
systole by exercise should indicate the presence of 
coronary insufficiency. The authors observed one case, 
however, in which the converse was true, namely, ventri- 
cular extrasystole was abolished by exercise in the 
presence of coronary insufficiency. C. Bruce Perry 


747. Simultaneous Independent Paroxysmal Tachy- 
cardias 

L. M. Bernstein, L. R. PAscate, A. LITTMAN, and 
E. F. Forey. Journal of the American Medical Asso- 
ciation [J. Amer. med. Ass.] 150, 446-451, Oct. 4, 1952. 
5 figs., 15 refs. 


The authors record 7 cases in which the electrocardio- 
gram showed simultaneous, but independent, paroxysmal 
tachycardia of the auricles and ventricles. The elucida- 
tion of the condition was in some cases helped by the 
administration of procaine amide hydrochloride, which 
terminated one tachycardia before the other, thus 
clarifying the electrocardiographic pattern. The various 
combinations discovered were: (1) dissociated auricular 
and ventricular tachycardia (2 cases); (2) auricular and 
nodal tachycardia (1 case); and (3) auricular flutter and 
ventricular tachycardia (4 cases). 

Of the 7 patients, 6 had severe ischaemic heart disease, 
and 4 of these died within 72 hours of the detection of 
the double tachycardia. The seventh patient had rheu- 
matic heart disease and the double tachycardia developed 
during cardiac catheterization, fortunately terminating 
uneventfully. Arthur Willcox 


748. The Response of Arrhythmias and Tachycardias 
of Supraventricular Origin to Oral Procaine Amide 

J. A. ScHack, I. HOFFMAN, and H. VESELL. British 
Heart Journal (Brit. Heart J.| 14, 465-469, Oct., 1952. 
12 refs. 


The authors have observed the effect of the oral 
administration of procaine amide in 100 attacks of 
supraventricular arrhythmia or tachycardia, occurring in 
84 patients with organic heart disease, at the Beth Israel 
Hospital, New York. A test dose of 250 mg. was 
followed after one hour by 1 g. repeated 4-hourly; if 
the arrhythmia persisted after 5 g. had been given, further 
doses of 1 g. were given 3-hourly. This dosage was 
continued until the arrhythmia disappeared (or until 
toxic effects appeared) and was then gradually reduced 
over 48 hours to 0-5 g. 6-hourly for 2 to 4 weeks, after 
which the drug was gradually withdrawn. Where pro- 
caine amide failed, 0-4 g. of quinidine sulphate was given 
2-hourly by mouth until sinus rhythm was restored or 
toxic features developed. 

Of 61 patients with auricular fibrillation, sinus rhythm 
was restored by procaine amide in 35, the fibrillation 
being of less than 3 years’ duration in 32 of these. The 
longer the duration of fibrillation, the greater the dose 
required for conversion. Quinidine was successful in one 
case where procaine had failed. One patient suffered 
cerebral embolism after restoration of sinus rhythm. 
Only in one case among 7 of auricular flutter was sinus 
rhythm restored by procaine amide. Paroxysmal auri- 
cular tachycardia responded readily in all 9 cases treated 
(one of which was previously refractory to quinidine), as 
did nodal tachycardia in 4 cases, and auricular extra- 
systoles in 2 of 3 cases treated. Two patients died but 
in only one (a case of heart block with ventricular extra- 
systoles) was the treatment thought to have been a 
possible contributory cause. Toxic effects noted included 
gastro-intestinal symptoms, diaphoresis, and prostration, 
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together with electrocardiographic changes. But oral 
administration of the drug did not induce the hypo- 
tension which is frequently observed to follow its intra- 
venous injection. R. S. Stevens 


HEART FAILURE 


74%. The Treatment of Pulmonary Oedema with Pro- 
caine Block of the Right Stellate Ganglion. (Die Behand- 
lung des Lungenéddems mit Novocain-Blockaden des 
-rechten Ganglion stellatum) 

A. PreracH and K. Srorz. Deutsche Medizinische 
Wochenschrift [Dtsch. med. Wschr.] 77, 1344-1346, Oct. 
31, 1952. 1 fig., 16 refs. 


The effect of stellate block in 7 cases of pulmonary 
oedema was observed at the Municipal Hospital, Bad 
Nauheim, after other measures had apparently failed. 
The authors decided to perform block of the right 
ganglion alone, as there have been reports of sudden 
death following left-sided block and it is known that 
vagotomy may cause pulmonary oedema in animals. 
The physiology involved is discussed and a brief descrip- 
tion of the 7 cases of hypertensive, ischaemic, or rheu- 
matic heart disease with cardiac asthma is given. 

At first, venesection was performed and ouabaine, 
pethidine, morphine, or theophylline were given [details 
of dosage are not always stated] with little effect. Right- 
sided stellate block was then induced; subjective improve- 
ment was almost immediaie, with a fall in the cardiac 
and respiratory rates in 6 cases. In the seventh case 
Horner’s syndrome did not occur and the block was 
apparently ineffective. [The duration of the effects is 
not stated.] H. David Friedberg 


750. Mechanisms Contributing to Unresponsiveness to 
Mercurial Diuretics in Congestive Failure 
R. E. Weston, D. J. W. Escuer, J. GROSSMAN, and 
L. Letrer. Journal of Clinical Investigation [J. clin. 
Invest.] 31, 901-910, Oct., 1952. 25 refs. 


At Montefiore Hospital, New York, an investigation 
into the relation between. the electrolyte load on the 
tubules of the kidney and its response to mercurial 
diuretics was carried out on 10 patients with heart 
disease, all of whom had developed resistance to mer- 
curials despite rest in bed and preliminary treatment 
with ammonium chloride and digitalis. Of these 
patients 7 had rheumatic and 2 arteriosclerotic heart 
disease uncomplicated by known renal disease, and one 
was a young man with hypertension who had been 
treated for 6 weeks with a rice diet and the repeated 
administration of mercurial diuretics until no further 
response could be elicited; this patient alone had no 
oedema. 

Determinations of renal plasma flow (as PAH 
clearance), glomerular filtration rate (as mannitol 
clearance), urinary volume, and serum levels and urinary 
output of sodium and chloride were carried out before 
and after a maximum response had been obtained to the 
intravenous administration of 2 ml. of ** mercuzanthin ” 
(mercurophylline) or “* thiomerin ’’ (mercaptomerin), the 


effect of which was shown to be negligible. However, 
it was found that 0-72 g. of aminophylline given intra- 
venously 90 minutes after the administration of the 
mercurial caused a much greater increase in renal plasma 
flow, glomerular filtration rate, and urinary excretion of 
sodium, chloride, and water than had generally been 
observed when aminophylline had been given alone. 
This augmentation of mercurial diuresis by amino- 
phylline was much less apparent in those patients with 
very low serum sodium and chloride concentrations. 
When hypertonic sodium chloride solution (with or 
without sodium lactate) was rapidly administered intra- 
venously to such patients, increased glomerular filtration 
of these ions resulted from the increased serum level 
and there was a consequent increase in water, sodium, 
and chloride excretion, though somewhat delayed. 
However, if a mercurial had been given 90 to 120 
minutes previously, then a much greater and more 
immediate diuresis was observed. Thus the previous 
failure of these patients to show a diuretic response to 
mercurials was not due to tubular resistance to mercury, 
but to the reduced filtration rate resulting from low 
serum electrolyte concentrations, with a consequent 
reduction in the electrolyte load on the tubules so that 
their reabsorptive capacity was not exceeded despite the 
inhibitory effect of mercury. 

The response to mercurials may also be impaired by 
any factor which promotes renal salt conservation by 
enhancing tubular reabsorption of electrolyte, perhaps 
at some unaffected site. Thus the administration of 5 
mg. of deoxycortone acetate 6-hourly for 24 hours before 
administration of a mercurial has been shown to reduce 
its diuretic effect, and when continued over a longer 
period in one patient the reduction in sodium excretion 


was far greater than that in chloride excretion, there | 


being an equivalent increase in potassium excretion. 
Since the same increase in potassium excretion in relation 
to sodium excretion is a frequent feature of mercurial 
diuresis in cases of sodium retention, it is suggested that 
in such cases adrenal cortical activity may also contribute 
to the resistance to mercury by increasing tubular re- 
absorption of sodium. Adrian V. Adams 


751. Hypochloremic Alkalosis Induced by Mercurial 
Diuretics in Congestive Heart Failure—a Reversible Form 
of So-called Refractory Heart Failure 

J. F. STAPLETON and W. P. Harvey. Archives of Internal 
Medicine [Arch. intern. Med.] 90, 425-434, Oct., 1952. 
4 figs., 13 refs. 


Mercurial diuretics used in the treatment of oedema 
may produce important disturbances in the electrolyte 
balance of the body fluids. The syndrome of sodium 
depletion from mercurial injections in congestive heart 
failure is already well known, and treatment with hyper- 
tonic sodium chloride may be life-saving in these patients. 
The occurrence of a low-chloride syndrome as a con- 
sequence of excessive chloride loss through mercurial 
diuresis has, however, only recently been recognized. 
This is easily understood when it is realized that the 
mercurial diuretics promote diuresis by inhibiting re- 
absorption of sodium or chlorides in the renal tubule. 
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It has been shown that when the plasma chloride level is 
lower than normal the patient becomes refractory to 
mercurial diuretics, his oedema increases, the cardiac 
condition deteriorates, and finally there results the con- 
dition often labelled ‘* irreversible myocardial insuffi- 
ciency or refractory heart failure 

The very bad prognosis in these cases is well known. 
However, the whole clinical picture can be dramatically 
reversed if the underlying cause of chloride depletion is 
recognized, and the patient treated accordingly. The ad- 
ministration of chlorides will restore to normal the 
plasma chloride level and also abolish the associated 
elevated carbon dioxide combining power. When hypo- 
chloraemic alkalosis has been abolished by giving 6 to 
8 g. of ammonium chloride daily for about a week (or 
dilute hydrochloric acid in appropriate doses) striking 
diuresis will then occur on the administration of mer- 
curial diuretics, and thus the state of so-called refractory 
heart failure will be reversed. The authors give details 
of 4 illustrative cases which were treated at Georgetown 
University Hospital, Washington, D.C. 

A. I. Suchett-Kaye 


MYOCARDIAL INFARCTION AND 
CORONARY DISEASE 


752. The Lesser Electrocardiographic Signs of Cardiac 
Pain 

W. Evans and C. McRae. British Heart Journal [Brit. 
Heart J.] 14, 429-441, Oct., 1952. 23 figs., 33 refs. 


Cardiograms from patients with cardiac pain often 
appear to be normal on casual examination. The 
following electrocardiographic changes, which had been 
noted in the records of patients with *‘ a characteristic 
history of cardiac pain ’’, were investigated more closely 
to determine whether they were of diagnostic significance: 
a wave in the P-Q period, an R; wave, notching of the 
QRS complex, depression of the S-T segment, a low 
T wave, a blunt T wave, terminal dipping of the T wave, 
and an inverted U wave. 

The first two changes cannot be regarded as specific 
signs of myocardial injury as they occur so often in 
health. The other six changes, however, are all con- 
sidered to signify myocardial injury due to coronary 
disease. Slight notching of QRS, especially in lead III 


and chest leads over the right ventricle, is common in - 


health, but moderate or greater notching in chest leads 
over the left ventricle which show a qR pattern is evidence 
of myocardial injury in a patient with chest pain. 
Depression of all or part of the S-T segment was found 
to be “‘ the most significant of the lesser cardiographic 
signs *’, especially depression of the distal portion giving 
rise to a “ plane’ deformity. A low T wave in CR4 in 
a patient with chest pain indicates the need for further 
search for evidence of myocardial injury, while a low T 
wave in CR7, especially when accompanied by a low T 
in lead I, definitely indicates myocardial damage. A 
blunted T in CR4 or CR7 with slight loss of height, and 
dipping of the terminal limb below the isoelectric level, 
are both signs of myocardial injury. Inversion of the 
U wave in leads I, II, and CR4 (particularly the last), in 


the absence of other heart disease, is evidence of myo- 
cardial damage from coronary disease. 

[This is a useful contribution towards the diagnosis 
of cardiac pain provided the results are applied in the 
clinic with the same scrupulous care as has been used by 
the authors in recording their findings and in their 
interpretation thereof. These “lesser electrocardio- 
graphic signs”’’ are not a short cut to easy diagnosis; 
they are merely supplementary to a full and careful 
clinical and electrocardiographic examination.] 

William A. R. Thomson 


753. Some Problems of Aetiology and Clinical Aspects 
of Myocardial Infarction. (Hexoroppie Bonpocbi sTHo- 

A. G. GuKASAN and E. I. Tapizer. TJepaneemuyeckuti 
A pxue [Terap. Arkh.] 24, 13-23, No. 4, 1952. 


The necropsy findings in 90 cases of myocardial in- 
farction are discussed, the distribution of the infarcts 
being as follows:— 


No. of 
cases 
Anterior wall of left ventricle 17 
Posterior wall of left ventricle 20 
Interventricular septum 8 
Anterior wall and septum : 
Posterior wall and septum 8 
Posterior and anterior walls . _ 
Septum, anterior and posterior walls 3 
Apex .. 1 
Septum and apex 1 
Left ventricle (exact site not specified) 7 
Site not specified : 12 
Site undetermined 5 
Total .. 90 


Women constituted 33-8% of the total. ‘* The over- 
whelming majority ’’ of the patients were between 50 
and 60 years of age at death, 68 being over 50. There 
was a history of previous infarction in 8 cases. Co- 
existent rheumatic disease of the heart was found in only 
2 cases. 

The authors are of the opinion that neurogenic factors 
are of far greater importance in the aetiology of cardiac 
infarction than atheroma of the coronary arteries. In 
a general discussion of the signs and symptoms of cardiac 
infarction they quote, and subscribe to, Strajesko’s 
opinion that *‘ the healthier the myocardium, the more 
pronounced is the pain ”’ 

An accompanying pericarditis was found in 12 cases 
out of 90. Rupture of the infarcted area occurred in 
9 cases; 66 patients died within 40 days of the onset of 
the infarction, and 16 succumbed to subsequent chronic 
cardiac failure. In view of the high mortality during 
the first 2 weeks it is inadvisable to move the patient 
to hospital, if home conditions are adequate, until the 
end of the 3rd week. A. Swan 


754. Experimental Location of Myocardial Infarction 
Using Radioisotopes 

W. K. Yates. United States Armed Forces Medical 
Journal. [U.S. armed Forces med. J.] 3, 1597-1602, 
Nov., 1952. 4 figs., 4 refs. 
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755. Shock Accompanying Myocardial Infarction: 
Treatment with Pressor Amines 

H. K. HEevverstein, B. L. BROFMAN, and W. H. CAsKEyY. 
American Heart Journal [Amer. Heart J.| 407-427, Sept., 
1952. 5 figs., 33 refs. 

The treatment of shock accompanying myocardial 
infarction has not been adequately studied, although 
shock is recognized as an important cause of early death 
in these cases. The object of therapy is to restore the 
effective head of blood pressure so that the coronary, 
cerebral, renal, hepatic, and other vital circulations are 
maintained. Elevation of the blood pressure improves 
the total coronary circulation and so increases the 
survival of myocardium receiving a ** borderline ** blood 
supply through stenotic arteries. Results of venous or 
retrograde arterial blood transfusions have been dis- 
appointing, but the use of pressor amines, such as nor- 
adrenaline, mephentermine (N-methylpheny] tertiary 
butylamine), ephedrine, and amphetamine is suggested 
as rational therapy. In this paper from the University 
Hospitals of Cleveland, Ohio, the results obtained with 
mephentermine are reported. 

To serve as a control series, 100 cases of myocardial 
infarction admitted to hospital in the year before the 
start of the study were analysed. Shock occurred in 10 
of the 100 cases of infarction, and of these 8 died. The 
average time between the onset of shock and death 
was 7 hours. In the whole series there were 21 deaths. 
The various features, such as age, sex, incidence of failure, 
and mortality, compared well with other large series 
described in the literature. From July, 1949, an attempt 
was made to administer mephentermine intravenously or 
by slow intravenous drip in doses of 5 to 20 mg. to every 
patient suffering from shock accompanying myocardial 
infarction. Shock was defined as the development of 
marked hypotension (a systolic pressure below 90 mm. 
Hg in previously normotensive patients) for a period of 
one hour, together with the appearance of the classic 
signs and symptoms of circulatory collapse. Of 18 
patients treated, a satisfactory elevation of the blood 
pressure occurred in 14; of these patients, 7 emerged 
from the state of shock and were discharged from 
hospital, but the other 7, although recovering from shock, 
succumbed to secondary complications 2 to 26 days later 
(average 7 days). In only 4 cases did death occur within 
12 hours of pressor amine therapy, and in 2 of these the 
patients showed dramatic temporary improvement. 
Treatment did not produce congestive failure, nor was 
there any aggravation of pre-existing failure. 

[The evidence given here for the use of pressor amines 
in shock accompanying myocardial infarction is more 
impressive when considered from the point of view of 
the number of patients in the trial, the number of patients 
surviving, or the number showing a rise in blood pressure 
than that given for noradrenaline in the report by Miller 
and Baker (Arch. intern. Med., 1952, 89, 591: Abstracts 
of World Medicine, 1952, 12, 331). It should, however, 
be noted that the degree of shock in the present series 
was by definition less. Comparison of results with those 
obtaining in the year previous to the control is less con- 
vincing than would have been a comparison with a 
simultaneous series. ] Robert Hodgkinson 


756. Prognosis of Angina Pectoris. Observations in 
6,882 Cases 

W. J. BLock, E. L. Crumpacker, T. J. Dry, and R. P. 
Gace. Journal of the American Medical Association [J. 
Amer. med. Ass.] 150, 259-264, Sept. 27, 1952. 2 figs., 
16 refs. 


The case histories of 6,882 patients suffering from 
angina pectoris associated with coronary sclerosis who 
were examined at the Mayo Clinic over a period of 18 
years have been analysed. The minimum follow-up 
period was 5 years and the maximum 23 years. 

The average age at diagnosis in the Clinic was 58-8 
years, at which time the average duration of the angina 
was 2°5 years. Mortality was greatest in the first year 
(about 15%) and was about 9°% annually thereafter. The 
5-year survival rate for the entire series was 58-4%, com- 
pared with 86-9% for the normal population. The 10- 
year survival rate was 37-1°%, compared with the normal 
rate of 70-4%. Patients in the younger age groups 
showed higher survival rates at the 5- and 10-year periods 
than the older patients, but in each group the rate bore 
about the same relation to the normal. The prognosis 
was better in females, with a 10-year survival rate of 49%, 
than in males. 

The presence of cardiac enlargement, hypertension, 


. myocardial infarction, and congestive failure influenced 


the prognosis unfavourably. Electrocardiographic find- 
ings were of definite prognostic value. Thus the 10-year 
survival rate for patients with normal tracings when first 
seen was 50%, for those with Q- or T-wave changes in 
the electrocardiogram 24%, for those with evidence of 
left bundle-branch block 14%, and for those with auricular 
fibrillation 13-5%. The 10-year survival rate for patients 
in whom angina was associated with obesity or gall- 
bladder disease was 44%, with thyroid disease 37%, with 
diabetes 21°, and with carcinoma 17%. The reason for 
the more favourable outlook in the first group is not 
clear. 

[This is a fine contribution, which should find its place 
in the reference file of every cardiologist.] 

T. Semple 


BLOOD VESSELS 


_ 757. Stenosing Arteriopathy of Hunter’s Canal. (Aterio- 


patia estenosante del canal de Hunter) 
E. C. PaLMa. Angiologia [Angiologia, Barcelona] 4, 
215-234, Sept.—Oct., 1952. 10 figs., 12 refs. 


Stenosing arteriopathy of Hunter’s canal is claimed to 
be a new pathological entity involving a localized peri- 
arteritis of the superficial femoral artery, and was first 
described by the author, working in Montevideo, in 1950. 
The lesion starts at the level of the adductor opening 
and may spread proximally up to the origin of the 
profunda femoris, more rarely distally to affect the 
popliteal artery. Initially segmental, the parietal fibrosis 
arising in the deeper layers of the intima extends cir- 
cumferentially to narrow and occlude the lumen; spread- 
ing outwards, fibrous tissue fills the subsartorial canal 
and causes adhesion of the artery to the fascial walls and 
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to the adductor ring, thus exposing it to trauma during 
movement. Although surrounded by fibrosis the femoral 
vein is not itself infiltrated, and save for bilateral femoral 


lesions the rest of the arterial system is healthy. Two . 


forms of the condition are distinguished—a “* typical * 
form in young adults and a pre-senile form in the elderly. 

In the typical form the picture resembles that of 
Buerger’s disease, but the symptoms are confined to the 
thigh, the arteries below the popliteal never being 
affected. The more chronic pre-senile type may be 
difficult to distinguish from arteriosclerosis except that 
again the lesion is so very strictly localized, as may be 


confirmed by arteriography. The author believes that ~ 


this slowly progressive condition is a response to the 
repetitive trauma of the pulse-wave beating against a 
congenitally narrow subsartorial canal and adductor 
opening. 

For early cases it is sufficient to dissect away all the 
investing fibrous tissue, lay open Hunter’s canal, and 
enlarge the adductor opening by dividing the tendon. 
This is supplemented by lumbar sympathectomy in the 
more advanced cases, with a Leriche arteriectomy in 
addition where the artery is completely occluded. Almost 
all of the author’s 6 typical and 13 pre-senile cases were 
bilateral, and the results of treatment were much more 
encouraging among the younger patients with the typical 
form. R. P. G. Sandon 


758. Direct Surgery of Arteriosclerosis 

O. C. JULIAN, W. S. Dye, J. H. OLwin, and P. H. JorDAN. 
Annals of Surgery [Ann. Surg.] 136, 459-474, Sept., 1952. 
10 figs., 19 refs. 


The authors, from the University of Illinois College of 
Medicine, report their experience with vein grafts and 
disobliterative endarterectomy in the treatment of 
patients with segmental thrombosis of the superficial 
femoral artery due to arteriosclerosis. In all, 19 vein 
grafts (16 autologous and 3 homologous) were inserted, 
and of these 12 have been successful. Disobliterative 
endarterectomy has been performed in 6 cases of which 
4 were successful. 

The longest follow-up has been for 11 months. The 
authors stress that arteriosclerosis is a general disease 
and that as this operation only treats a local manifestation 
of it the long-term results will of necessity be poor. 

C. G. Rob 


759. The Role of Venous Endothelium in the Inception 
of Thrombosis 

P. B. SAMUELS and D. R. WebsTtER. Annals of Surgery 
[Ann. Surg.] 136, 422-438, Sept., 1952. 25 figs., 47 refs. 


In this article from the Department of Experimental 
Surgery, McGill University, the authors report their 
further investigation of the venous endothelium. In a 
previous paper (Lab. Invest., 1952, 1, 50) they described 
their method of mounting and staining the vein prepara- 
tions removed surgically from anaesthetized dogs. Part 
of the present work is concerned with the study of the 
histological appearances of the normal venous endo- 
thelium. The first set of experiments was carried out 
on jugular and femoral veins subjected to injury by 
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mechanical and chemical means and also by stripping of 
the venous sheath; the resultant changes in the endo- 
thelium and the subsequent inception of thrombosis were 
studied. It was shown that whatever the type of injury 
to the vein wall the endothelium reacted in the same 
manner. Two stages were defined and differentiated: 
in the first stage of minimal reaction the structure and 
configuration of the endothelial cells remained unaltered, 
the main changes observed taking place in the inter- 
cellular cement; in the second stage of maximal reaction 
the continuity of the endothelial surface was disrupted 
and pathological changes occurred in the cells. Observa- 
tions on isolated vein segments have shown that throm- 
bosis begins on the endothelium of injured segments and 
remains limited to the injured point. This local throm- 
bosis could be limited but not prevented by adequate 
heparinization. Mechanisms limiting the spread of 
intravascular thrombosis are discussed, and correlations 
of clinical facts with the experimental findings are 
presented. 

[It is impossible to do justice to this work in an 
abstract; the study of the original is well worth while. 
Further work on similar lines and on early changes in 
the endothelium in arteriosclerosis is being undertaken.] 

A. I. Suchett-Kaye 


CIRCULATORY DISORDERS 


760. The Use of Radioactive Iodinated Human Serum 
Albumin in Evaluating the Peripheral Circulation 
H. Kriecer, J. P. Storaasyi, W. J. MACINTYRE, W. D. 
Ho.pen, and H. L. Friepett. Annals of Surgery [Ann. 
Surg.] 136, 357-365, Sept., 1952. 11 figs., 6 refs. 


Writing from the Western Reserve University, Ohio, 
the authors describe a new method for studying the 
peripheral circulation by the use of radioactive iodinated 
human serum albumin. A total of 97 studies have been 
performed in 77 subjects, among whom were 40 patients 
with peripheral vascular disease. The method differs 
from other isotope techniques in that the radioactivity 
measured is intravascular and so the somewhat uncertain 
factors that determine the rate of diffusion of electrolytes 
across the capillary membrane are eliminated. The 
method is not yet established on a quantitative basis, 
and comparisons had to‘be made between the studied 
limb and the patient’s opposite extremity, which acted 
as acontrol. Comparisons have also been made between 
studies performed before and after therapy. 

A. I. Suchett-Kaye 


761. 
trine 
S. W. Hoosier, R. W. Corey, T. G. Kasza, and H. F. 
Loyke. Annals of Internal Medicine [Ann. intern. Med.] 
37, 465-481, Sept., 1952. 6 figs., 5 refs. 


The hypotensive action of protoveratrine, a purified 
derivative of veratrum album, is described. The drug 
was given by mouth in an initial large dose of 0-5 mg. 
to 1-5 mg. at 8 a.m., followed at 10 a.m. and 1 p.m. by 
smaller reinforcing doses of 0-25 mg. 


Treatment of Hypertension with Oral Protovera- 


_| 
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There was a good hypotensive effect in patients suf- 
fering from hypertension of diverse aetiology. The side- 
effects were less than those following administration of 


“ veriloid’’. Protoveratrine was particularly useful in. 


the treatment of left ventricular failure, for the relief of 
hypertensive headaches, and in restoring impaired or 
lost vision in cases of malignant hypertension. 

G. S. Crockett 


762. Prolongation of Action of Hypotensive Drugs. 
Use of Polyvinylpyrrolidone and Dextrans to Lengthen 
Effects of Hexamethonium and Hexamethylene Bis- 
ethyldimethylammonium 

F. H. Smirk. Lancet [Lancet] 2, 695-699, Oct. 11, 1952. 
5 figs., 10 refs. 


By incorporating either polyvinylpyrrolidone or 
dextran in the solution for subcutaneous injection of 
methonium drugs, absorption of the latter is delayed and 
their hypotensive action is prolonged. The duration of 
their action can be further prolonged, so that they become 
significantly effective for a full 5 to 8 hours, by the 
addition of a local vasoconstrictor such as ephedrine 
hydrochloride. It is usually necessary to increase the 
dose of the methonium compound by at least'30°% when 
changing from a simple aqueous solution to the slowly- 
absorbed preparation. Oral administration of hexa- 
methonium bromide is useful when the blood pressure 
begins to rise again after injection of the slow-absorption 
preparation, steady control being possible by this method 
equivalent to three subcutaneous injections of the simple 
. aqueous solution. J. L. Lovibond 


See also Pathology, Abstract 636. 


PULMONARY CIRCULATION 


763. The Surgical Significance of Pulmonary Hyper- 
tension 

W. H. MULLER and J. F. DAMMANN. § Annals of Surgery 
[Ann. Surg.) 136, 495-509, Sept., 1952. 11 figs., 22 refs. 


Pulmonary hypertension is a marked feature of many 
congenital heart lesions and is most often associated with 
a large abnormal communication between the pulmonary 
and the systemic vascular systems. In such cases the 
small, muscular pulmonary arteries reveal varying degrees 
of progressive narrowing of the lumen; at first this may 
be merely persistence of the normal foetal medial hyper- 
trophy, but later it is due to intimal fibrosis, a response 
believed to be caused by the increased pulmonary pressure 
and blood flow. The authors, working at the University 
of California, have shown by lung biopsies that in infants 
medial hypertrophy alone is present, but in older patients 
intimal fibrosis occurs and becomes more marked with 
age. They maintain therefore that early relief of hyper- 
tension is desirable to prevent the onset of these progres- 
sive vascular changes. In patients whose cardiovascular 
deformity is such that the heart functions physiologically 
as a single ventricle they advise the creation of pulmonary 
stenosis, as well as in cases in which decreasing pulmonary 
resistance is resulting in cardiac failure, or when there is 


an increasing resistance due to medial hypertrophy of the 
pulmonary vessels, but not in cases where there is marked 
intimal fibrosis. 

In 2 infants in whom the heart functioned as a single 
ventricle without pulmonary stenosis an operative pro- 
cedure was successfully carried out to narrow the lumen 
of the pulmonary artery to two-thirds of its diameter. 
The method involved excising a wedge-shaped segment 
of the enlarged vessel and wrapping the reduced vessel 
with reactive polyethylene tape. By this means the 
resulting pulmonary stenosis fixes the point of high 
resistance within the heart and spares the smaller pul- 
monary arteries. In 4 further infants, 3 of whom were 
in cardiac failure as a result of atypical, reversed-flow- 
type patent ductus arteriosus, division and suture of the 
ductus led to relief of the immediate symptoms, and 
subsequent observations over a period of several months 
revealed a diminution in the pulmonary resistance. This 
feature led the authors to infer that the majority of the 
small pulmonary arteries were capable of resuming their 
normal calibre. Finally, in a 35-year-old man in whom 
a large interatrial septal defect was present, gross vascular 
changes and even occlusion of the smaller pulmonary 
arteries were demonstrated. Closure of the defect was 
obtained by invaginating the two atrial appendages after 
the manner developed by Swann and others. Clinical 
improvement followed this procedure, but sufficient time 
has yet to elapse before final assessment of the result can 
be made since, as the authors point out, it is not yet 
established whether or not extreme intimal fibrosis is a 
reversible process. C. A. Jackson 


764. The Effects of Oxygen Administration upon Pul- 
monary Hypertension in Patients with Chronic Widespread 
Respiratory Disease and Cor Pulmonale 

W. H. Wixson and J.C. Gitroy. South African Journal 
of Medical Sciences [S. Afr. J. med. Sci.| 17, 47-52, Oct., 
1952. 3 figs., 5 refs. 


765. Study on the Hemodynamics of the Pulmonary 
Circulation at Rest and after Effort in Normal and 
Patients with Chronic Pulmonary Disease , 

R. Ozcan, N. HARMANCI, and M. Bassipaut. Jstanbul 
Contribution to Clinical Science (Istanbul Contr. clin. Sci.) 
2, 27-55, Jan.—March, 1952. 11 figs., 26 refs. 


In normal subjects the increased cardiac output on 
effort is accommodated in the pulmonary vascular bed 
without any significant rise in pulmonary arterial pressure. 
In 2 of the patients here described with chronic pulmonary 
disease the cardiac output and pulmonary arterial pres- 
sure were normal at rest, but on exercise as cardiac output 
increased the pulmonary arterial pressure rose in parallel, 
thus indicating the relatively rigid character of the pul- 
monary arteriolar bed under these conditions. In 2 
further cases of chronic emphysema and cor pulmonale 
the resting cardiac output was normal, but the pulmonary 
arterial pressure was high; on effort both output and 
pulmonary pressure increased further. Under all these 
circumstances the pulmonary capillary pressure was 
within normal limits, thus proving that the rise in pul- 
monary arterial pressure was not the effect of back- 
pressure from the left heart. J. McMichael 
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766. Haemophilia-like Syndrome from Anticoagulants 
Affecting the Production of Thromboplastin 

I. S. Cottins and D. G. Ferrman. Lancet [Lancet] 
2, 712-714, Oct. 11, 1952. 28 refs. 


The authors review all previously reported cases of a 
haemophilia-like syndrome caused by a substance in the 
plasma which apparently inhibits the formation of throm- 
boplastin, and describe a case of their own. 

A man aged 73, with chronic rheumatoid arthritis, 
developed a haemorrhagic tendency manifested by sub- 
cutaneous and intramuscular haemorrhage, haemate- 
mesis, melaena, and haematuria. No cause was found, 
but the haemorrhagic tendency was found to be asso- 
ciated with a prolonged coagulation time and reduced 
prothrombin utilization. It was due apparently to the 
presence of an anticoagulant which inhibited the forma- 
tion of plasma thromboplastin [details of the investigation 
are not given]. The anticoagulant was not dialysable 
or affected by storage or heat. A. Brown 


767. Splenic Studies. I. Susceptibility to Infection after 
Splenectomy Performed in Infancy 

H. KinG and H. B. SHUMACKER. Annals of Surgery 
[Ann. Surg.] 136, 239-242, Aug., 1952. 9 refs. 


This paper describes the most unfortunate results, in 
5 infants under 6 months of age, of splenectomy per- 
formed at the Indiana University Medical Center for 
congenital haemolytic anaemia—that is to say, for achol- 
uric jaundice associated with spherocytosis and increased 
fragility of the erythrocytes. [It is not explained why 
operation was considered to be essential in these infants 
at such an early age—in most clinics the operation is 
delayed until the child is older.] Four of the infants 
developed acute meningococcal infection—either menin- 
gitis or septicaemia—within 6 weeks to 2 years of 
splenectomy, of whom 3 recovered, while the fifth infant 
died of an unknown infection within 3 weeks. The 
question of the function of the spleen in relation to 
resistance to infection and to antibody production is 
discussed, but it is concluded that no certain answer can 
yet be given. [The safe plan is obviously to follow the 
majority, and not consider operation until the child is 
almost ready to go to school.] J. W. McNee 


768. The Effect of ACTH and Cortisone on the Rhy 
Antibody Titer during Pregnancy 

R. C. CHRISTENSEN, R. R. MARGULIS, and H. L. STEWART. 
Western Journal of Surgery, Obstetrics and Gynecology 
[West. J. Surg. Obstet. Gynec.] 60, 429-434, Sept., 1952. 
6 refs. 


At the Henry Ford Hospital, Detroit, 10 pregnant 
and 2 non-pregnant Rh-immunized women were treated 
with ACTH or cortisone to test the effect of these 
hormones on the process of isoimmunization; 8 of the 
women had previously borne babies affected by haemo- 


lytic disease, whereas 2 had no previous history but were 
admitted to the trial on account of a rising anti-Rh titre. 
The 2 non-pregnant women presented residual titres from 
previous sensitization. 

Each drug was first given intramuscularly; if no 
adrenal response was detected by the Thorn test 4 hours 
later, it was given intravenously. (Cortisone was later 
also given orally.) The dose ranged from 75 to 100 mg. 
of either drug three to six times per week. When titres 
did not fall, intravenous ACTH was used (20 to 25 mg. 
in 300 ml. of 5°% glucose in water). The shortest period 
of treatment was 3 days, and the longest 64 months; 
the largest total doses given were 6,560 mg. of cortisone 
and 300 mg. of ACTH. The effects were judged accord- 
ing to fall of Rh titre and eosinophil count. 

Spectacular falls in titre of anti-Rho (anti-D) were 
observed during treatment, the titre afterwards returning 
to normal. In 6 out of 9 cases tested the Coombs test 
showed no alteration as a result of treatment. The 
quickest response was found in the “ albumin antibody 
titre ’’, and one case is described in which the albumin 
titre fell from 1 in 1,024 to ni/. In all patients the fall in 
titre was more than two dilutions, and therefore probably 
outside the limit of error. No ill-effects were observed; 
on the contrary, the patients tended to feel better and 
eat more, although in one patient pigmentation de- 
veloped and another showed a general increase in hair. 
No infections were encountered. There were 8 live 
births and 2 stillbirths; details of each case are shown 
in tables. 

It is interesting to note that in the 2 non-pregnant 
cases the titre rose again to its previous level at the end of 
treatment. The observations are said to support the 
view that the Rh-antibody titre is not related to the degree 
of haemolytic disease in the child. The findings do not 
suggest that ACTH or cortisone has any beneficial effect 
upon erythroblastosis in the child; however, it was 
shown that prolonged treatment with these drugs 
apparently does little harm to the pregnant woman. 

John Murray 


769. Blood Group Substances in Antitoxic Sera. A 
Potential Transfusion Hazard 

A. ZOUTENDYK. South African Medical Journal [S. Afr. 
med. J.] 26, 768-769, Sept. 20, 1952. -3 refs. 


Examination of the globulins prepared from 36 batches 
of antitoxic horse sera of various kinds showed them to 
be rich in an A-like substance. The author points out 
that injection of these globulins into a Group-O blood 
donor may render him dangerous as a universal donor 
because of the formation of immune anti-A agglutinins. 
He considers that all donors should be questioned about 
previous injections of antitoxin and that the sera from 
Group-O donors should be examined for the presence of 
immune agglutinins. I. Dunsford 
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770. Human Albumin Infusions and Homologous Serum 
Jaundice 

R. S. Pine and C. A. JANEwAyY. Journal of the American 
Medical Association [J. Amer. med. Ass.] 150, 199-202, 
Sept. 20, 1952. 21 refs. 


The authors carried out an investigation to determine 
whether homologous serum jaundice developed in 
patients who were given an intravenous infusion of human 
albumin derived from reconstituted dried plasma. The 
records of 237 patients receiving human albumin at four 
Boston hospitals during 1950 and the first half of 1951 
were studied. After excluding patients who died within 
5 months of receiving the infusion and those who had 
cirrhosis of the liver or other liver disease, there remained 
33 who received albumin only and 93 who received blood 
or plasma in addition, the total number of infusions 
of human albumin to these 126 patients being 668. No 
case of homologous serum jaundice was found in the 
former group of 33 patients. Of the 2 patients in the 
second group who developed jaundice, one had received 
human albumin for the control of bleeding at craniotomy 
and the other had had a single unit of albumin and 28 
blood transfusions during treatment for ulcerative colitis. 
Repeated liver function tests during the potential in- 
cubation period of 150 days in 21 patients in the series 
failed to reveal subclinical hepatitis. 

The authors conclude that there is not the same risk 
of homologous serum jaundice from administration of 
human albumin as there is from administration of pooled 
plasma or serum. Ernest T. Ruston 


ANAEMIA 
771. Thrombotic Microangiopathic Haemolytic Anaemia 
(Thrombotic Microangiopathy) 


W. St. C. Symmers. British Medical Journal (Brit. med. 
J.] 2, 897-903, Oct. 25, 1952. 2 figs., 49 refs. 


The literature on thrombotic microangiopathy, an 
unusual disease first recognized by Moschcowitz in 1924 
and generally known as thrombotic thrombocytopenic 
purpura, is reviewed. Some 36 cases have been reported, 
30 from the United States, and the present author de- 
scribes 2 additional cases, giving both the clinical and 
laboratory findings. 

The clinical features are fever, haemolytic anaemia, 
purpura, and fluctuating neurological signs. All the 
recorded cases have been fatal, and only in 3 was the 
condition diagnosed before death. The laboratory find- 
ings are anaemia with signs of active erythrocyte regenera- 
tion, hyperbilirubinaemia, leucocytosis (myelocytes some- 
times being found), and thrombocytopenia. The bone 
marrow is hyperplastic, and the number of megakaryo- 
cytes may be increased. 

The histological findings are diagnostic. Many of the 
smallest blood vessels contain thrombi, which most 
workers believe to be composed of platelets. However, 
in addition, hyaline or fibrinoid material may be seen 
beneath the capillary endothelium. The cause of these 
changes is unknown; a relationship with the collagen 
diseases has been suggested. 
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[The author’s objections to the various names pre- 
viously given this disease are valid; the one he suggests 
is no doubt more appropriate, but it suffers from being 
cumbersome. ] J. V. Dacie 


772. Paroxysmal Nocturnal Hemoglobinuria Treated 
with ACTH without Benefit 

B. J. HorFMAN and V. E. Powe. Blood [Blood] 7, 
1038-1041, Oct., 1952. 1 fig., 7 refs. 


773. The Immediate Hematologic Effects of Intravenous 
Saccharated Iron Oxide 

L. P. Wuite, H. R. BIERMAN, K. H. KELLy, and R. L. 
Byron: Blood [Blood] 7, 897-903, Sept., 1952. 4 figs., 
6 refs. 


The authors describe a heroic investigation of the 
immediate haematological results of the intravenous 
injection of saccharated iron oxide. After the injec- 
tion of doses varying from 100 to 1,000 mg., blood 
samples were taken simultaneously from artery and 
vein every 30 seconds for the first 5 minutes and every 
minute for the next 5 to 55 minutes. In four studies 
blood was obtained from an intracardiac catheter, in 
one from the pulmonary conus, in one from the right 
ventricle, and in two from the inferior vena cava. A 
prompt arterial leucopenia, followed within 30 to 90 
seconds by a similar fall in the venous blood, was 
observed in all patients who received more than 200 mg. 
of iron. The leucopenia involved all types of leucocyte 
and its magnitude was correlated to the amount of 
colloid injected. No significant change in the platelet 
count was noted. An increase in clotting power of 
venous blood occurred during injection in 2 patients. 

The authors conclude that the cause of the leucopenia 
was a temporary sequestration of the leucocytes in the 
pulmonary circulation resulting from the colloidal 
nature of the iron preparation. Janet Vaughan 


774. The Endemic Occurrence of Pernicious Anaemia. 
(En endemisk optraeden af pernicios anaemi) 

E. MorGENSEN. Usgeskrift for Laeger (Ugeskr. Leg.] 
114, 1395-1401, Oct. 9, 1952. 20 refs. 


The diagnosis at the Central Hospital for the district 
of Herning, Denmark, of 12 new cases of pernicious 
anaemia in the first 4 months of 1952 compared with an 
average of 3 cases per annum at the same hospital during 
the preceding decade led the author to investigate the 
possibility that the anaemia was due to infection of 
the stomach and upper intestinal tract with a strain of 
Bacterium coli particularly avid of the vitamin B,2, this 
inducing a lack of the extrinsic factor which, combined 
with an existing deficiency of intrinsic factor, resulted 
in pernicious anaemia. Inquiry in neighbouring 
districts revealed an increased incidence of pernicious 
anaemia in one near-by district, and infection of the 
local water or milk supplies was suspected, but not 
confirmed. 

Specimens of the patients’ stools were sent for 
bacteriological examination, and in one case a strain of 
Bact. coli showing an unusually high consumption of 
vitamin B;2 was isolated. Also, 2 of the patients were 
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POLYCYTHAEMIA 


treated with aureomycin only, and in one there was good 
haematological response, with an increase of reticulo- 
cytes by 18%, and of erythrocytes from 1,300,000 to 
3,000,000 per c.mm. in a short time [but subsequent 
progress is not reported]. B. Nordin 


775.. Prolonged Treatment of Pernicious Anemia with 
Vitamin 

C. L. Contey, T. W. GREEN, R. C. HARTMANN, and 
J. R. KREVANS. American Journal of Medicine [Amer. J. 
Med.] 13, 284-293, Sept., 1952. 29 refs. 


Treatment of pernicious anaemia with vitamin B)2 
alone over prolonged periods has been tried at the Johns 
Hopkins Hospital, Baltimore. Vitamin B;2 was given 
by intramuscular injection to 54 patients with pernicious 
anaemia for periods as long as 40 months, the dose in 
the majority of cases being 45 yg. every 6 weeks. The 
results, as judged by relief of symptoms and correction 
of blood and neurological changes, were considered to be 
as satisfactory as those observed after liver treatment. 
For patients in relapse an injection of 100 wg. produced 
a maximal effect which was not improved by further 
treatment during the recovery period. Large amounts 
of vitamin B;2 were given to several patients with severe 
subacute combined degeneration, but the results with 
these larger doses were no better than with the standard 
dosage mentioned above. 

Oral administration of vitamin B,2 is now being tried, 
one patient having already been maintained in remission 
for 20 months by this means, but it appears that about 
100 times an adequate parenteral dose is needed. The 
authors emphasize that this method of treatment is still 
in the experimental stage. 

There were no reactions to injection of vitamin Bj2, 
and for this reason, coupled with the fact that vitamin B;>2 
is cheaper than liver extract, it is preferred in the treat- 
ment of pernicious anaemia. Peter Story 


POLYCYTHAEMIA 


776. The Bone Marrow Picture in Polycythemia Vera 
before and after Treatment with Radioactive Phosphorus. 
[In English] 

L. R. WASSERMAN, J. H. Lawrence, N. I. BERLIN, 
R. L. Dosson, and S. Estren. Acta Medica Scandi- 
navica [Acta med. scand.| 143, 442-449, Sept. 29, 1952. 
2 figs., 20 refs. - 


At the University of California a series of 18 patients 
with polycythaemia vera were investigated haemato- 
logically and clinically. Except for an increase of about 
33% in the late normoblasts the bone marrow is normal 
in polycythaemia. In 13 patients the marrow examined 
at the time of a good clinical response to treatment with 
radioactive phosphorus showed no significant ab- 
normality, nor did it in 6 patients with polycythaemia 
in relapse. Examinations at various time intervals after 
the conclusion of treatment did not reflect any progressive 
change in the bone-marrow picture. In one patient 
the transformation of polycythaemia vera into chronic 
myeloid leukaemia was traced by repeated marrow 
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biopsies, which showed an almost steady increase of 
promyelocytes and myeloblasts. It is concluded that in 
order to assess the effect of treatment in polycythaemia 
it is preferable to study the architecture of the marrow 
histologically. E. Neumark 


777. The Allen Test in Polycythemia. The Presence 
and Interpretation of Positive and Negative Reactions 

R. SCHWARTZ and W. M. Cooper. Angiology [Angio- 
logy] 3, 317-322, Aug., 1952. 10 refs. 


Allen’s test for the diagnosis of chronic occlusive 
arterial disease in the hands or feet depends on the 
observation of persistent pallor of the skin after tem- 
porary occlusion of the radial and ulnar arteries at the 
wrist or the dorsalis pedis and posterior tibial arteries at 
the ankle. In polycythaemia vera there is increased 
blood viscosity and retarded blood flow and it is these 
which are mainly responsible for the vascular complica- 
tions which may occur in this condition. 

The Allen test was applied to 15 patients with poly- 
cythaemia vera at the Veterans Administration Hospital, 
Aspinwall, Pennsylvania. In 9 cases a positive response 
was obtained, which became negative when the poly- 
cythaemia was controlled by treatment; in 6 cases in 
remission the response was normal. It is suggested that 
there is need for re-evaluation of Allen’s test, and that a 
positive response in polycythaemia is a result of the 
increased viscosity and retarded circulation and not 
necessarily an indication of occlusive arterial disease. 

Ernest T. Ruston 


778. Treatment of Polycythemia Vera with Triethylene 
Melamine 

N. ROSENTHAL and R. L. ROSENTHAL. Archives of 
Internal Medicine [Arch. intern. Med.| 90, 379-388, Sept., 
1952. 4 figs., 12 refs. 


Triethylene melamine (TEM) is a compound whose 
action resembles that of mustine hydrochloride (nitrogen 
mustard) and which has the advantage of being effective 


~when taken by mouth. The drug was administered to 


30 patients with polycythaemia vera in doses of 2-5 or 
5-0 mg. every | to 3 days up to a total of 15 to 40 mg. 
A further course was given 2 to 3 months later if neces- 
sary. Apart from occasional nausea, no side-effects 
were noted. Of the patients treated, 7 had received no 
previous therapy other than phlebotomy, the remainder 
having received radioactive phosphorus, urethane, Fow- 
ler’s solution, x rays, or phenylhydrazine. Phlebotomy 
was withheld from all patients for one month before the 
trial of TEM, and blood counts were performed every 
2 to 4 weeks throughout the period of observation, the 
average length of which was one year. 

The cases are analysed in respect of dosage, age, sex, 
previous therapy, duration of illness, and haematological 
findings, and are divided according to the response to 
treatment into three groups: (1) 12 patients whose 
erythrocyte count was reduced to normal; (2) 8 patients 
whose erythrocyte count fell to a little over normal; 
and (3) 10 patients whose blood showed little or no 
change. Patients in Group 3 received an average total 
dose of 59 mg. of TEM, the initial course being repeated 


—— 
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because of poor response, whereas those in Groups 1 
and 2 received an average total of 30 to 35 mg. in a 
single course. The maximum response was obtained 
in an average of 4 months after starting treatment, the 
erythrocyte count thereafter rising again slowly. It was 
found that the average age of patients in Group 3 (61 
years) was greater than in Groups | (56) and 2 (53) while 
the mean duration of the disease was least in Group 1; 
it is therefore concluded that the stage and duration of 
the disease should be taken into account in assessing 
the effects of drugs in cases of polycythaemia vera. 
[The differences in average age and duration of illness 
between the groups were not, however, very pronounced, 
while those between individuals within each group were 
large.] 

In Group 3 the platelet and leucocyte counts, which 
were raised more frequently than in the other groups 
before treatment, showed a greater reduction after treat- 
ment than did the erythrocyte count, although the re- 
duction was not so great as that seen in Group 1. 

Robert Hodgkinson 


NEOPLASTIC DISEASES 


779. Incidence of Leukemia in Survivors of the Atomic 
Bomb in Hiroshima and Nagasaki, Japan 

J. H. Fottey, W. BorGes, and T. YAMAWAKI. American 
Journal of Medicine [Amer. J. Med. 13, 311-321, Sept., 
1952. 6 figs., 4 refs. 


During the years 1948, 1949, and 1950 the incidence of 
leukaemia and the death rate from this disease were 
studied in the towns of Hiroshima and Nagasaki, Japan. 
In both towns the incidence was higher in subjects who 
had been exposed to atom-bomb radiation than in those 
who had not, and it was highest in those who were 
within 2,000 metres of the hypocentres. The investiga- 
tion revealed little evidence of severe radiation injury at 
a distance beyond 2,000 metres. 

In the exposed population leukaemia was found most 
frequently in the early and intermediate age groups, and 
acute and myelocytic leukaemia predominated. The 
authors are convinced that there is an increased incidence 
of leukaemia in subjects irradiated by the atomic explo- 
sions of 1945. 

[Although an investigation of this type must be subject 
to many errors, it has obviously been carried out with 
great care.] Peter Story 


780. Leukemia—Duration of Life in Children Treated 
with Corticotropin and Cortisone 

H. R. BrerMan, K. H. Ketty, N. L. PeTrRakis, and 
M. B. SHIMKIN. California Medicine {Calif. Med.] 77, 
238-241, Oct., 1952. 2 figs., 4 refs. 


At the University of California School of Medicine, 
San Francisco, 15 children suffering from leukaemia were 
given courses of corticotrophin (ACTH) alternating with 
courses of cortisone. The hormones were injected by 
the intramuscular route every 6 to 8 hours for 10 days 
or more, and in daily doses which ranged from 25 mg. 
to 300 mg. Therapy was discontinued for periods of 


7 to 10 days between the courses. In order to prevent 
the development of oedema and hypopotassaemia the 
children were given a salt-poor diet with supplements 
of potassium chloride. Antibiotics and blood trans- 
fusions were also administered. Three of the children 
had received previous treatment with aminopterin, tri- 
ethylene melamine, and x rays respectively. 

Subjective improvement was recorded in 12 cases, and 
reduction in the size of the lymph nodes, liver, and spleen 
was observed in 7 cases. Other objective signs of 
improvement included a decrease in the number of 
leukaemic cells and an increase in that of normal blood 
elements in circulation. The beneficial effects were tran- 
sient, however, and the longest period of remission was 
16 weeks. Signs and symptoms of excessive cortical 
activity, including rounding of the face and enlargement 
of the abdomen, were observed in 10 children, but these 
complications were not severe. 

There were 14 deaths, and necropsy revealed evidence 
of lymphoblastic leukaemia in 12 cases. Although one 
child with subleukaemic lymphogenous leukaemia was 
alive more than 2 years after the onset of the disease, the 
average duration of life was 6-8 + 1-4 months. As the 
average period of survival was 5-8-+-0-5 months in 59 
leukaemic patients who had not received ACTH and 
cortisone, it was evident that hormone treatment had 
merely exerted a palliative effect. A. Garland 


781. The Aetiology and Pathogenesis of Hodgkin’s 
Disease. (Zur Atiologie und Pathogenese der Lympho- 
granulomatose) 
J. A. Horster. Deutsches Archiv fiir Klinische Medizin 
[Dtsch. Arch. klin. Med.| 199, 327-339, Aug. 28, 1952. 
10 figs., 23 refs. 


The author’s discussion of the nature of Hodgkin’s 
disease is based on his findings in more than 800 smears 
of material obtained by lymph-node puncture and at 
necropsy at Diisseldorf Medical Academy. Early in the 
disease large reticular cells with uneven basophilic cyto- 
plasm and loose nuclei appeared and the number of 
lymphoblasts increased, while later there were typical 
Sternberg—Reed giant cells, plasma cells, macrophages, 
and eosinophil and neutrophil granulocytes. The full 
picture, however, was not uniform, and granulomatous 
and sarcomatous types could be distinguished. [In this 
the author agrees with the classification of Jackson and 
Parker.] In the author’s opinion the large reticular cells 
are probably the precursors of the typical mirror-image 
giant cells of Hodgkin’s disease. 

In discussing the aetiological possibilities the author 
points out that nucleoli are more prominent in the cells 
in Hodgkin’s disease than in chronic inflammation, and 
the chromosomes seen in dividing cells are often short 
and arranged at comparatively obtuse angles. More- 
over, abnormal mitotic figures are much more frequently 
seen in Hodgkin’s disease, while certain cytoplasmic 
features of the cells, such as vacuolation and the presence 
of occasional granules, suggest that their metabolic 
rate is increased. The view that the disease is of a neo- 
plastic nature is thus favoured by the cytological evidence. 

E. Neumark 
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782. Physiologic Factors in the Use of the Body 
Respirator for Impaired Respiratory Function 

J. L. WHITTENBERGER and J. V. MALONEY. Diseases of 
the Chest [Dis. Chest] 22, 141-151, Aug., 1952. 15 refs. 


The pulmonary effects of normal breathing can be very 
closely simulated by the intermittent elevation of airway 
pressure, which can be obtained either by raising pul- 
monary pressure with the body at atmospheric pressure 
or by lowering air pressure around the body with the 
lungs remaining at atmospheric pressure. Intermittent 
positive-pressure breathing in a body respirator has an 
impeding effect on cardiac output and is beneficial in 
pulmonary oedema; in shock or vasomotor paralysis 
accompanied by low blood volume, however, the effect 
is detrimental. A device embodying a solenoid-operated 
valve controlled by a pressure-sensitive switch which is 
opened or closed by the slightest respiratory effort of the 
patient has been constructed to the authors’ requirements. 
This device enables the body respirator to be used for 
patients with poliomyelitis in whom breathing impulses 
are present, but are erratic and conflict with the regular 
pulsations of the conventional respirator. This appa- 
ratus avoids the discomfort of a tight-fitting face mask. 

Kenneth Marsh 


783. Unusual Physical Findings in Pleural Effusion: 
Intrathoracic Manometric Studies 

A. BERNSTEIN and F. Z. Wuite. Annals of Internal 
Medicine [Ann. intern. Med.] 37, 733-738, Oct., 1952. 
1 fig., 12 refs. 


It has been observed that occasionally the signs elicited 
in the presence of a pleural effusion are those of con- 
solidation, such as bronchial breathing and broncho- 
phony. The authors, working at the College of Medicine, 
University of Illinois, have studied these “* unusual ”’ 
signs by measuring the pressure within the fluid with a 
spinal manometer (or in some cases with a U-tube 
attached to the exploring needle) in 17 cases of pleural 
effusion, in 8 of which there were these unusual signs 
and in 9 the more typical absence of all breath sounds. 
In the former, in which the fluid was due to cardiac 
failure or carcinoma, pressure was positive throughout 
both phases of the cardiac cycle; in the remainder there 
was negative pressure during inspiration. The effusion 
in the former proved much larger on aspiration than in 
the other 9 cases, although clinically and radiologically 
this had not been suspected. 

It was assumed, therefore, that in the cases showing 
unusual signs the effusion had caused a greater com- 
pression of lung tissue. The authors point out that the 
normal background’ respiratory murmur due to air 
passage in the alveoli is absent in compressed lung and 
the bronchial element can be heard. Relaxed lung tissue 
conducts sound better than normal lung tissue, and fluid 
is a good sound conductor. Therefore, if lung tissue is 
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compressed down to bronchi of 5-mm. diameter by over- 
lying pleural fluid, bronchial breathing and its associated 
phenomena may be heard. Bronchi of a calibre of 5 mm. 
or more are nearest the surface in the paravertebral gutter, 
which is the most frequent site of the unusual signs. 

J. N. Harris-Jones 
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784. Reflex Pulmonary Collapse of Pleural Origin. 
(Atélectasie réflexe d’origine pleurale) 

M. BariEty, C. Coury, and E. RAsseEKH. Semaine des 
Ho6pitaux de Paris (Sem. Hép. Paris] 28, 2713-2722, 
Sept. 22, 1952. 8 figs., 39 refs. 


The authors discuss the mechanism underlying the not 
uncommon phenomenon of transient massive collapse 
of the whole or part of a lung following intrapleural 
endoscopy when this is carried out in cases of spon- 
taneous or artificial pneumothorax. All cases in which 
bronchial occlusion might have occurred, and also those 
in which any intrapleural manipulation such as pneumo- 
lysis took place, are excluded. They describe how in 
some patients the collapse was observed endoscopically. 
It took place immediately after the introduction of the 
instrument into the pleural cavity without any trauma 
to the visceral pleura. The lung, wholly or in part, 
shrank rapidly to a compact mass which produced a 
dense shadow on the radiograph, but slowly re-expanded 
in the course of a few days. The collapse was attended 
by few symptoms, if any, but nearly always produced a 
characteristic amphoro-metallic pattern of physical 
signs—amphoric breath and voice sounds, together with 
a bruit d’airain over the affected hemithorax. There was 
little pleural exudation, diaphragmatic movement on 
the affected side was unimpaired, and the mediastinum 
did not shift. Intrapleural pressure fell to a slight extent 
(though never to the degree associated with massive 
collapse due to bronchial obstruction) and then rose 
again slowly with re-expansion of the lung; oddly 
enough, however, this subsequent rise of pressure was 
often delayed for some time after expansion, as shown 
radiologically, had taken place. 

The authors discuss the possible reasons for this 
sudden collapse. As stated, cases possibly due to trauma 
to the lung itself were excluded. The collapse could 
hardly have been due to the admission of air to the pleural 
cavity, for in every case the intrapleural pressure had 
been gradually raised to roughly atmospheric level before 
the endoscopy took place. Moreoever, as is pointed out, 
this phenomenon of transient massive collapse never 
occurs as the result of a spontaneous pneumothorax, but 
only after pleural endoscopy. The authors dismiss the 
curious rarity of collapse as the result of pneumothorax 
refills with the observation that ‘* there is no comparison 
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between simple needle-puncture and the parieto-pleural 
wound made by the passage of the trocar and cannula 
in pleural endoscopy’. The view is put forward that 
the collapse is of reflex origin, the stimulus being the 
damage to the parietal pleura and the reflex being 
mediated through autonomic nervous pathways. It is 
suggested that the nervous stimulus causes a sudden 
increase in the elastic tension of the lungs, or possibly 
an active contraction of peri-alveolar smooth muscle 
fibres [though the existence of such fibres is a matter of 
dispute]. It is further suggested that shortly afterwards 
a reflex vasodilatation takes place in the capillaries of 
the lung, resulting in the passage of fluid into the alveolar 
spaces, thus intensifying the collapse. Objections to this 
theory are discussed. The chief is the admitted difficulty 
of reproducing the collapse phenomenon by interference 
with the autonomic pathways in experimental animals. 
The hypothesis of reflex vasodilatation moreover is not 
borne out by arteriography in such collapsed lungs, 
though it must be pointed out that such studies show up 
only the arteries and not the capillaries. 
John R. Forbes 


785. Vascular Abnormalities of the Lung 
C. Fortune. Australasian Annals of Medicine [Aust. 
Ann. Med.) 1, 42-50, May, 1952. 8 figs., 27 refs. 


The author classifies and briefly describes the ab- 
normalities which may occur in the pulmonary blood 
vessels. Arterio-venous shunt is discussed in full, and 
3 cases are presented which indicate the natural history 
of this abnormality, the clinical syndrome, and the 
complications that may arise. The basis of the con- 
dition is a congenital telangiectasis, and this term is 
preferred to haemangioma, angioma, or fistula. 

D. M. Pryce 


786. Venous Pressure as a Guide to Pneumoperitoneum 
Therapy in Pulmonary Emphysema 

G. J. Beck, A. C. EASTLAKE, and A. L. BARACH. Diseases 
of the Chest [ Dis. Chest] 22, 130-139, Aug., 1952. 5 figs., 
14 refs. 


At the Presbyterian Hospital, New York, an un- 
selected series of 10 patients with marked pulmonary 
insufficiency secondary to advanced emphysema were 
treated with pneumoperitoneum on 13 occasions. In 6 
cases there was either a fall (average 19 mm. water) or 
no change in venous pressure, and all these patients 
derived benefit from the treatment. In 4 patients an 
average rise of 29 mm. water in venous pressure occurred, 
and treatment had to be abandoned because of respiratory 
embarrassment. One patient in whom there was no 
change in venous pressure tolerated the treatment for 3 
months but subsequently became so dyspnoeic that treat- 
ment had to be abandoned; a rise in venous pressure 
was noted in this patient’s last refill. 

It is suggested that an increase in diaphragmatic 
excursion is responsible for lowering of the venous 
pressure. If a patient has a fixed atrophic diaphragm 
the increase in intra-abdominal pressure is transmitted 
to the intrapleural space: in the presence of reduced 
pulmonary elasticity, there is a blockage of the blood 


flow into the right heart with a resulting increased venous 
pressure, decreased right cardiac output, and stagnant 
anoxia. It is thought that changes in venous pressure 
during pneumoperitoneum are a good prognostic sign in 
these cases. Kenneth Marsh 


787. Hidden or Unsuspected Bronchiectasis in the 
Asthmatic Patient 

R. H. OveRHOLT, J. H. WALKER, and F. M. Woops. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 150, 438-441, Oct. 4, 1952. 7 figs., 4 refs. 


The authors present four case records in detail to 
illustrate the fact that bronchiectasis may provide a 
trigger mechanism for asthma and that the surgical 
removal of the diseased segments may be followed by 
freedom from attacks. The clinical diagnosis of bron- 
chiectasis in asthmatic, subjects may not be easy. 
Complete bronchography is, of course, essential, but 
its achievement may prove difficult because of broncho- 
spasm or the accumulation of bronchial secretions. The 


patient is best admitted to hospital first for preparatory 


treatment with bronchodilators, antibiotics, and broncho- 
scopic aspiration, and careful investigations must be 
made to exclude possible sensitivity to cocaine and 
iodides. 

The authors treated 76 patients with severe asthma at 
the New England Deaconess and Center Hospitals, 
Boston, in the 4-year period 1948-52, in only 4 of whom 
bronchiectasis had previously been suspected. Broncho- 
graphy was performed on 75 of these patients, of whom 
27 were found to have bronchiectasis. Resection of the 
diseased lung segments was carried out on 26 patients, 
of whom 20 were much improved and able to work, only 
7 still needing to use bronchodilator drugs. 

Arthur Willcox 


788. Terramycin in the Treatment of Pneumonia in 
Children 

O. D. FisHer and C. R. WuitFiELD. British Medical 
Journal [Brit. med. J.) 2, 864-865, Oct. 18, 1952. 6 refs. 


A consecutive series of 50 children admitted to the 
Royal Belfast Hospital for Sick Children with a clinical 
diagnosis of pneumonia were divided into two groups, 
one of which received “standard treatment”? with 
penicillin and sulphadimidine and the other terramycin. 
In all except 3 cases radiological evidence of pneumonia 
was obtained. There was close similarity between the 
two groups in sex distribution and the type and severity 
of the pneumonia, but the average age of those receiving 
terramycin was 3:2 years and the average of those 
receiving standard treatment was 2-1 years. Terramycin 
was given by mouth in a dosage of 20 mg. per Ib. (44 mg. 
per kg.) body weight per day in 4 doses. 

There was no significant difference between the two 
groups in the duration of fever or the duration of stay 
in hospital. There was one death, that of a mongol 
who died within 3 hours of admission to hospital. An 
analysis of the results in the children staying in hospital 
more than 10 days showed a higher rate of delayed 
resolution among those receiving terramycin than among 
those receiving standard treatment. There were 4 cases 
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of thrush in the terramycin-treated group, but otherwise 
terramycin was well tolerated, there being no instance of 
anorexia, diarrhoea, or vomiting from administration of 
this antibiotic. 

The authors conclude that administration of penicillin 
and sulphonamide remains the treatment of choice for 
pneumonia in children. E. H. Johnson 


789. Chronic Friedlander Pneumonia in Infancy 

J. Hotowacn, D. L. THurstTon, and H. J. WOHLTMANN. 
Journal of Pediatrics [J. Pediat.] 41, 430-441, Oct., 1952. 
21 refs. 


Chronic Friedlander pneumonia is a rare disease, not 
more than 100 cases in adults and none in children having 
been reported hitherto. A very detailed account is given 
in this paper from the Children’s Hospital, St. Louis, 
of a boy who was first seen at the age of 34 months 
with diarrhoea, persistent since birth, and pneumonia. 
Tracheal secretions obtained by laryngoscopy gave a pure 
growth of Klebsiella pneumoniae. In the distended ab- 
domen a sterile exudate was present. The lung condition 
improved after 28 days’ treatment with streptomycin, but 
a cavity remained in the right upper lobe with some con- 
solidation of that lobe. After discharge from hospital the 
child developed two abscesses, one on a toe and one over 
the sacrum, the latter leaving a discharging sinus. He 
was re-admitted at the age of 24 years because of respira- 
tory trouble. Radiography showed no change in the lung. 
From the discharge of the sacral sinus a mixed culture of 
K. pneumoniae and Staphylococcus aureus was grown. 
The sinus healed rapidly on treatment with penicillin, 
dihydrostreptomycin, and aureomycin, but the lung con- 
dition could not be influenced during a 2-months stay in 
hospital. 

The child was again admitted 44 months later, at the 
age of 3 years 5 months, with dyspnoea, continuous 
cough, and intermittent fever. In spite of antibiotic 
therapy the child died after 10 days. At post-mortem 
examination both upper lobes contained numerous thin- 
walled cavities communicating with the bronchi, which 
were dilated. Staph. aureus was cultured from the lungs, 
trachea, and bronchial and alveolar exudate. Both 
upper lobes also contained branching hyphae of a species 
of Mucor, an infective fungus, with which were associated 
numerous small necrotic foci. The authors consider that 
the Staph. aureus and fungus infections were secondary, 
superimposed on the primary infection with Friedlander’s 
bacillus. 

A younger brother of this patient was also admitted to 
the same hospital on five separate occasions with very 
similar clinical symptoms and died there at the age of 
2 years 9 months. Owing to very liberal antibiotic 
therapy, both inside and outside the hospital, no patho- 
genic organisms were ever recovered from this second 
child’s respiratory tract, apart from Staph. albus and 
Streptococcus viridans. Post mortem the findings were 
similar to those in the first case. In view of the known 
exposure, similar course of illness, and findings at 
necropsy the authors regard Friedlander’s bacillus as the 
causative organism in the second case as well. They 
claim that these 2 cases are the first reported instances of 
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Friedlander pneumonia in children. They stress the 
diagnostic significance of diarrhoea and _ peritoneal 
exudate combined with pulmonary lesions persisting 
over long periods, and point out that these cases afford 
a good illustration of how antibiotic therapy without 
proper bacteriological investigation can obscure aetio- 
logy. K. S. Zinnemann 


790. The Demonstration of Parasites in Interstitial 
Plasma-cell Pneumonia. (Zur Frage des Parasitennach- 
weises bei der interstitiellen plasmocellularen Pneumonie) 
H. Hamperv. Klinische Wochenschrift Wschr.] 30, 
820-822, Sept. 15, 1952. 2 figs., 11 refs. 


In 7 fatal cases of interstitial plasma-celled pneumonia 
examined post mortem at the Pathological Institute of 
the University of Marburg the presence in the lungs of 
the parasite identified by van der Meer and Brug as 
Pneumocystis carinii was demonstrated histologically. 
The organisms were found in the alveoli and bronchi, 
singly or in honeycomb-like masses, particularly where 
infiltration with lymphocytes and plasma cells was | 
intense, being relatively sparse in the unaffected areas 
of the lung. They were also readily demonstrated in 
smears of the cut surface of the affected lungs. No 
organisms were found in other organs. 

The author has failed to obtain selective staining of 
the organisms with conventional techniques or with the 
Feulgen method, and recommends the periodic-acid— 
Schiff method as giving the best results. As the organ- 
isms lie free in the bronchi, with slips of stripped epi- 
thelium near them, he considers that their presence might 
be demonstrated in the stomach contents during life. 
He recommends caution in assessing their importance as 
infecting agents. C. L. Oakley 


791. Pneumocystis carinii in Interstitial Pneumonia. 
(Uber Pneumocystis carinii bei interstitiellen Pneumonien) 
K. HERZBERG, H. HERZBERG-KREMMER, and G. May. 
Klinische Wochenschrift [Klin. Wschr.] 30, 822-824, 
Sept. 15, 1952. 4 figs., 3 refs. 


Pneumocystis carinii, a colonial protozoon previously 
reported to have been isolated from the lungs of dogs, 
cats, rabbits, guinea-pigs, rats, and mice, and from the 
lungs of children suffering from interstitial plasma-celled 
pneumonia, was identified in the lungs in a further 4 
cases of this disease studied at the Institute of Hygiene 
of the University of Marburg. The organism usually 
occurred in honeycomb-like masses; the cytoplasm sur- 
rounding the angular nucleus formed a clear zone, and 
at the edge of the colony foam-like cysts were present. 
Intracellular cysts have not previously been reported in 
man, though they have been observed in animals: they 
are shown in photomicrographs from some of the author’s 
cases, and reference is also made to the presence in some 
cells of granules which may possibly represent stages in 
the development of Pneumocystis. 

No consistent pathological picture was seen in ham- 
sters, guinea-pigs, and mice in which serial passage was 
attempted by intranasal inoculation, the results being 
complicated by natural occurrence of the parasite in 
experimental animals. C. L. Oakley 
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792. Combined Treatment of Vasomotor Rhinitis with 
Submucous Injection of Calcium and with Antihistaminics. 
(Uber die kombinierte Behandlung der vasomotorischen 
Rhinitis mit submuk6ésen Calciuminjektionen und Anti- 
histaminen) 

A. Hacer. Zeitschrift fiir Laryngologie, Rhinologie und 
Otologie {Z. Laryng. Rhinol. Otol.| 31, 195-198, April, 
1952. 5 refs. 


Good results are claimed in the treatment of vaso- 
motor rhinitis by the injection of calcium gluconate into 
the inferior turbinate together with the administration 
of “ thephorin”’’ (phenindamine) by mouth. Under 
surface analgesia, 3 ml. of 10° calcium gluconate 
solution is injected into the submucosa of the inferior 
turbinate, the posterior, medial, and anterior parts each 
receiving 1 ml. Aspiration of blood or a sensation of 
heat on injection indicates that the needle has entered 
the cavernous system. A course of 4 to 8 injections on 
alternate days together with 25 mg. of thephorin thrice 
daily is given. Sinusitis secondary to the vasomotor 
rhinitis should receive conservative treatment, and only 
after the acute phase has subsided should the combined 
calcium-—thephorin treatment be started. It is stated 
that this treatment has proved superior to others, par- 
ticularly in the presence of sinusitis with polyposis. 

C. Eisinger 


793. Primary Malignant Tumours of the Nasopharynx 
R. M. Getst and U. V. PoRTMANN. American Journal 
of Roentgenology, Radium Therapy and Nuclear Medicine 
[Amer. J. Roentgenol.] 68, 262-271, Aug., 1952. 2 figs., 
29 refs. 


This account of primary malignant disease of the 
nasopharynx is based on the findings in 72 consecutive 
cases observed at the Cleveland Clinic, Cleveland, Ohio, 
among 325,000 patients examined during the 15-year 
period 1935-49. Macroscopically, such tumours may 
be divided into three types: (1) Ulcerated tumours, 
which are usually differentiated squamous-celled car- 
cinomata and occur high on the posterior wall. They 
infiltrate neighbouring tissues, and later involve the 
cranial nerves. (2) Lobulated tumours, which are chiefly 
transitional-celled carcinomata or lympho-epitheliomata 
and are found in the region of the Eustachian tube. 
(3) Exophytic tumours, which are smooth-surfaced, are 
usually sarcomata and are found in the region of the 
pharyngeal tonsil. 

Histologically, these tumours may be classified as 
squamous-celled, transitional-celled, or undifferentiated 
carcinomata, lympho-epitheliomata, lympho-sarcomata, 
sarcomata, cylindromata, or basal-celled carcinomata. 
Three clinical stages are described: (1) Tumour limited 
to the nasopharynx; no palpable lymph nodes; no 
neurological signs. (2) Palpable cervical nodes; no 
other metastases; no neurological signs. (3) Invasion 


of orbit, sinuses, or base of skull; neurological signs 
present; general carcinomatosis. 

The symptoms and signs are grouped as follows: 
(1) Aural, due to obstruction of the Eustachian tube; 
these include tinnitus, earache, and effusion into the 
middle ear, with later infection. (2) Respiratory, with 
unilateral nasal obstruction, discharge, and haemorrhage. 
(3) Lymph-node involvement, the higher deep cervical 
nodes being involved first, followed by the lower group 
and spread to the other side. Axillary and mediastinal 
metastases are not rare. (4) Neurological. After 
entering the cranial cavity the growth usually remains 
extradural, producing compression of the Sth and 6th 
cranial nerves. The 2nd, 3rd, and 4th may later become 
involved, while the 9th to 12th may be involved after 
they leave the skull. Horner’s syndrome may also be 
produced. In diagnosis the authors favour the use of 
the postnasal mirror rather than the endoscope. Radio- 
graphs may show bone destruction of the body and great 
wing of the sphenoid, the petrous tip, the vomer, and the 
sella. 

The authors favour deep x-ray therapy, with later 
implantation of radon seeds in cases of well-differentiated 
squamous-celled carcinoma. In advanced carcinoma- 
tosis some relief from pain can be obtained by irradiation. 
The prognosis is generally poor, the highly anaplastic 
and the well-differentiated carcinomata being the most 
difficult to control. The best response in the authors’ 
series was obtained in cases in which the tumours were 
sufficiently anaplastic to be radiosensitive, yet sufficiently 
differentiated to be slow in metastasizing. 

S. A. Beards 
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794. Morphological Changes in the Internal Ear 
Caused by Disturbances of its Blood Supply. (Mopdo- 
NOrH4eCKHe H3MEHEHHA BO BHYTPCHHEM yXe MPH Ha- 
PYWeHHH B Hem) 
K. C. BorsHsev. Becmuux 
[Vestn. Oto-rino-laring.] 21-25, No. 3, 1952. 4 figs., 
9 refs. 


Experiments were performed on 4 groups of dogs. 
In Group 1 (10 dogs) both common carotid arteries were 
ligated; in Group 2 (13 dogs) both common carotid and 
both vertebral arteries were ligated; in Group 3 (12 dogs) 
the basilar artery was ligated; and in Group 4 (9 dogs) 
the left internal auditory artery was ligated. The opera- 
tion was well tolerated in Group 1. Postoperative 
shock was much greater in Groups 2 and 3, and in 
Group 4 it lasted 24 hours. At 48 hours the dogs in 
Group 4 reacted to external stimuli, but could not stand; 
nystagmus was observed first towards the right (contra- 
lateral) side, but later towards the left side, and the dogs 
lay on the right side with their front legs stretched 
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straight out in front of them and the head extended and 
turned slightly to the right. The vestibular disturbances 
passed off during the second month after the operation. 
Selected animals from each group were killed at intervals 
of 1 day, 2 days, 2 weeks, 3 weeks, and 2 months after 
operation. Under ether narcosis the heart was exposed, 
the left ventricle opened, Ringer’s solution run in, and 
the heart massaged, blood escaping through an opening 
in the right auricle. When Ringer’s solution appeared 
in the right auricle, fixation fluid was run in through the 
ventricular cannula. The animal was then decapitated. 
The petrous pyramid was removed, fixed in Witmaak’s 
solution, and embedded in celloidin, and serial sections 
10 to 12 p in thickness were cut. 

In Group | the histological picture in the first days 
after operation was of stasis of the vessels in all parts 
of the internal ear, destruction in the region of the 
ganglion and sensory cells, and proliferation of the 
Schwann cells. But however great the destruction in the 
early stages, the greater part of the ganglion and sensory 
cells were restored at the end of the second month. 
In Group 2 similar changes in the cochlear cells and 
vestibular ganglia were seen at first; after 2 weeks these 
changes were considerably diminished, but some cells 
perished. In Group 3 the changes were much more 
marked, and after 2 weeks most of the cells of the spiral 
ganglion of Corti were destroyed. 

The dogs in Group 4 showed the greatest histological 
changes, with total loss of the peripheral receptors, 
pyknosis of the nuclei, and a granular appearance of 
the protoplasm, indicating rapid destruction. Examina- 
tion at 2 months showed complete loss of the ganglion 
cells, the cells of Corti’s organ, and those of the maculae 
and éristae acusticae. Reisner’s membrane was some- 
what thickened, and the tectorial membrane in some 
cases looked like a long sail, one angle being adherent 
to Reisner’s membrane and another to Corti’s organ. 
In, other cases the tectorial membrane had its usual 
appearance, but was lighter in colour. A semicircular 
gap appeared between the spiral ligament and Corti’s 
organ. Alli sensory cells had disappeared, but Deiter’s 
cells could still be seen in some places. 

Stephen Suggit 


795. Obliteration of the Endolymphatic Sac and the 
Cochlear Aqueduct 

J. R. Linpsay, H. F. SCHUKNECHT, W. D. Nerr, and 
R. S. Kimura. Annals of Otology, Rhinology and 
Laryngology [Ann. Otol., etc., St Louis] 61, 697-716, 
Sept., 1952. 10 figs., 22 refs. 


The authors carried out certain experiments to obtain 
further information about the physiology of the inner 
ear fluid. In the first series of experiments the endo- 
lymphatic sac was closed in each of 7 cats. It was found 
that in 3 cats which had been conditioned for auditory 
testing the auditory threshold remained the same after 
operation as before. All the cats were killed after 
intervals of 3 to 9 months. Serial sections of the 
cochlea showed no evidence of damage from closure of 
the endolymphatic sac. 

In a second series of experiments the periotic duct, 
which lies within the cochlear aqueduct and provides a 
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communication between the perilymph of the scala 
tympani and the cerebrospinal fluid of the subarachnoid 
space, was successfully blocked in 2 cats. In neither 
animal was the hearing altered, nor was there any histo- 
logical change in the cochlea. 

The authors conclude from their findings that 
neither the endolymphatic sac nor the periotic duct is 
essential to the working of the inner ear [but their 
experiments do not show that these organs do not per- 
form some useful function in health]. 

William McKenzie 


796. Sound Conduction in the Cochlea 

E. G. Wever and M. Lawrence. Annals of Otology, 
Rhinology and Laryngology {Ann. Otol., etc., St Louis] 
61, 824-835, Sept., 1952. 2 figs., 3 refs. 


From an investigation of the effect of a sound stimulus 
applied at the base and the apex of the cochlea of the 
cat the authors were able to show that the response was 
not due to electrical change or to the bone surrounding 
the cochlea, but lay in the fluid of the cochlea. Their 
results conflicted with the travelling-wave theory, for 
there was no evidence of the continuous variation 
throughout the cochlea which one or more travelling 
waves would produce. [The results suggest that all 
parts of the basilar membrane are stimulated by the 
sound, whether applied at the base or apex of the cochlea, 
but that the quality of the stimulation depends on the 
characteristics of each part of the membrane. The wide- 
spread action in the cochlea is a difficulty in any theory, 
for the delicacy of pitch discrimination can scarcely be 
explained by such a slight local action. For the high 
tones the possibility is that the stimulation of the apical 
coil is enough to explain how the sound reaches the 
hearer, but elsewhere it would seem that the frequencies 
of the low and middle tones must be reproduced in the 
auditory nerve, as well as the information which localized 
stimulation of the cochlea will provide.] 

William McKenzie 


797. Developmental Anomalies of the Sound Conducting 
Apparatus and their Surgical Correction 

G. E. SHAMBAUGH. Annals of Otology, Rhinology and 
Laryngology {Ann. Otol., etc., St Louis] 61, 873-887, 
Sept., 1952. 12 refs. 


The commonest developmental anomaly of the sound- 
conducting apparatus is absence of the external auditory 
meatus, due to failure of the ectodermal cord to canalize. 
The pinna in such a case may be absent, small, or normal. 
The tympanic membrane is usually absent, and the 
malleus and incus are deformed, but the stapes is said 
to be normal. A less common anomaly is a formed 
tympanic membrane but an absent outer half of the 
meatus. The author found a normal drum with a fixed 
stapes in 5 out of 22 ears on which he operated. Con- 
genital fixation of the stapes, he considers, is suggested 
by bilateral atresia and a deafness from birth which is 
not progressive. 

Operation should be undertaken in all cases, provided 
the hearing of the internal ear is adequate. Operation 
in cases in which the condition is unilateral has been 
undertaken by the author as his experience has grown, 
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but he does not advise operation before the patient is 
4 years old as the internal ear cannot be properly tested 
before that age. The simplest procedure is to re- 
constitute an outer meatus when the drum is normal; if 
the drum is absent a graft must be used as a substitute, 
and if the stapes is fixed the skin graft must be combined 
with fenestration of the external semicircular canal. The 
facial nerve must be borne in mind, for in these cases it 
may take an unusual course and be damaged during 
exploration. The region of the normal osseous meatus 
is explored and the tissue removed to see if any normal 
meatus remains; if it does, the outer part should be 
lined by Thiersch grafts. It is safer to search for the 
attic than for the antrum, but if the attic cannot be found 
it may be prudent to do no more for fear of injuring the 
facial nerve. The first operation for atresia, recorded by 
Kiesselbach in 1883, resulted in facial paralysis. 
William McKenzie 


798. The Operative Treatment of Fistula of the Semi- 
circular Canal. (Zur operativen Behandlung der Bogen- 
gangsfistel) 

A. Toseck. Zeitschrift fiir Laryngologie, Rhinologie und 
Otologie |Z. Laryng. Rhinol. Otol.| 31, 217-223, May, 
1952. 


A fistula of the horizontal semicircular canal occasion- 
ally remains unhealed, even after a radical mastoidectomy, 
and may give rise to complications later. In 5 such cases 
treated at the Municipal Clinic, Dortmund, the diseased 
bone forming the fistula border and its neighbourhood 
was removed, and the thickened endosteum lying in the 
fistula dissected away. Electrically driven burrs, fenestra- 
tion instruments, and the operating microscope were 
employed. The exposed, healthy bone around the fistula 
was then covered with a skin flap. In all cases complete 
healing resulted, with maintenance of the preoperative 
hearing level, and no case of labyrinthitis occurred. 

H. D. Brown Kelly 


799. Audiometric Studies following Mesencephalotomy 
and Thalamotomy 

M. SALTZMAN. Archives of Otolaryngology [Arch. Oto- 
laryng., Chicago] 56, 194-203, Aug., 1952. 7 figs., 
11 refs. 


All the auditory fibres of the 8th nerve, coming up 
from both ears by way of the lateral lemnisci, converge 
on a small area of the midbrain, where they may be 
involved in, or compressed by, a tumour. 

Similarly oedema following electrocoagulation or 
electrolysis of nuclei and tracts in the thalamus or 
mesencephalon for the relief of intractable pain might 
have a transitory effect on the adjacent auditory nerve 
fibres. 

In this paper the author describes the audiometric 
findings in 12 consecutive cases after: (1) mesencephalo- 
tomy (8 cases), (2) thalamotomy (1 case), or (3) both (3 
cases). In 6 cases (3 in Group 1, | in Group 2, and 
2 in Group 3) there was no significant change in the 
audiogram. In the other 6 there were various changes 
of which the most constant were a low-tone loss on the 
operated side and a high-tone loss on the opposite side. 
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In 2 cases there was a contraction of the auditory field, 
in one a “* V”’ wedge loss, in one hyperacusis for the 
1,024-cycle tone, and in one a tonal tinnitus. In 3 cases 
the threshold of discomfort was lowered. 

The author attributes the survival of the middle tones 
in the contracted field to the fact that this is the region 
most helped by the natural frequency of the middle ear. 
In lesions of the secondary pathways the contralateral 
high tones are more likely to be affected, as it is known 
that more fibres are required for high- than for the 
middle- and low-tone transmission, and in the secondary 
pathways the crossed fibres predominate. In all cases a 
varying degree of recovery of auditory function eventually 
occurred. F. W. Watkyn-Thomas 


800. Damage to the Vestibular Nerve by Streptomycin, 
and its Reversibility. (Streptomycinschaden des Nervus 
vestibularis und deren Riickbildungsfahigkeit) 

G. Hox. Zeitschrift fiir Laryngologie, Rhinologie und 
Otologie [Z. Laryng. Rhinol. Otol.| 31, 223-228, May, 
1952. 12 refs. 


The author, from the University Ear, Nose, and Throat 
Clinic, Bonn, records 22 instances of established damage 
to the vestibular nerve after the administration of strepto- 
mycin. In 6 cases there was bilateral loss of function, 
which was not restored up to 6 to 12 months. Patients 
with unilateral involvement, however, and those exhibit- 
ing a markedly different response to stimulation on the 
two sides usually regained normal sensitivity. The 
occurrence on one side only in 7 cases showed that the 
damage is not necessarily symmetrical. Out of 10 cases 
with almost equal loss on both sides, a return to normal 
function was observed in 4. The author concludes that 
damage to the vestibular nerve causing unilateral failure 
of response, or marked difference in the two sides, or 
even poor bilateral response, is not always an irreversible 
process. The determining factors, he states, remain 
obscure, as does the exact element in the vestibular 
system which is affected by the streptomycin. 

H. D. Brown Kelly 


801. New Theory for the Correlation of the Pathology 
and the Symptomatology of Meniére’s Disease. A Re- 
search Study of the Vestibular Endolymphatic Labyrinth 
J. Lempert, D. Wo rrr, J. H. T. RAmMBo, E. G. WEvER, 
and M. Lawrence. Annals of Otology, Rhinology and 
Laryngology [Ann. Otol., etc., St Louis) 61, 717-746, Sept., 
1952. 23 figs., 5 refs. 


The authors suggest that the vacuoles which are a 
prominent feature of the wall of the membranous semi- 
circular canal in Méniére’s disease contain a toxic fluid. 
When a vacuole breaks this toxic fluid enters the endo- 
lymph and is responsible for the acute attack which is a 
feature of the disease. They also suggest that dilatation 
of the cochlear duct is a result of poisoning by this fluid 
and is not the primary cause of the disease. 

[This is an ingenious and stimulating theory. The only 
drawback, a serious one, is that these vacuoles are to be 
seen in sections of the normal membranous semicircular 
canal, though they are certainly less numerous in 
health.] William McKenzie 


Urogenital System 


DISORDERS OF RENAL FUNCTION 


802. On Extracorporeal Dialysis of Blood in Acute 
Anuria. The Importance of §-Oxidation in the Kidney 
Tubules 

I. Snapper. Bulletin of the New York Academy of 
Medicine [Bull. N.Y. Acad. Med.} 28, 621-629, Oct., 
1952. 14 refs. 


It is already known that in many types of acute anuria 
—for example, those consequent upon shock, incompat- 
ible blood transfusion, sulphonamide poisoning, and the 
hepato-renal syndrome—the underlying lesion is tubular 
necrosis. The glomeruli may well escape damage and 
there may be no obstruction of the nephrons. Since 
the tubules are of epithelial origin they are capable of 
regeneration, and if the patient can survive anuria for 
a period of about a fortnight, sufficient regeneration will 
by then have occurred for an adequate resumption of 
urine formation. It is possible with conservative 
treatment in 85% of cases to tide the patient over the 
danger period. The main threats to life arise from 
hyperpotassaemia and acidosis, and various measures 
which should be taken to combat these are described. 
Calories should be provided in such a form as to place 
the minimum burden on the damaged kidneys, for which 
purpose the diet described by Bull et al. (Lancet, 1949, 2, 
229; Abstracts of World Medicine, 1950, 7, 304) in which 
an emulsion containing 400 g. of glucose and 100 g. of 
peanut oil per litre is given by continuous intragastric 
drip, is suitable. Potassium can be removed very satis- 
factorily from the blood by lavage of the small intestine 
and acidosis may be combated by the intravenous 
administration of 5% sodium bicarbonate, but great 
caution must be exercised because of the risk of inducing 
hypopotassaemia in the former case and pulmonary 
oedema in the latter. Transfusions of packed cells are 
often valuable since anaemia depresses renal activity. 

Only in exceptionally persistent cases of anuria should 
it be necessary to resort to extracorporeal dialysis. This 
technique, the beneficial effects of which are derived 
solely from the removal of substances of small molecular 
size from the blood, is at best a substitute for glomerular 
filtration, and cannot perform the many other functions 
of the kidney, such as the secretion of larger-sized 
molecules and the vitally important synthetic, oxidative 
and energy-producing metabolic activities of the tubules. 
Moreover, the tubules are concerned in the formation of 
ammonia by the deamination of glutamine and certain 
amino-acids, this being one of the most important 
mechanisms for the prevention of acidosis without loss 
of fixed base, while other metabolic activities of the 
kidney include synthetic processes of detoxication and 
the completion of important f-oxidations which have 
been initiated by the liver. Hence the removal from 
the blood of dialysable toxic products of small molecular 


size may not be sufficient to save the life of the uraemic 
patient, and the apparatus wherein such extracorporeal 
dialysis is performed, however successfully, is in only a 
very limited sense an “ artificial kidney ’’, a designation 
which should, in the author’s opinion, be avoided. 
Adrian V. Adams 


803. Renal Amino-aciduria 

H. A. Harper, M. GrossMAn, P. HENDERSON, and 
H. STEINBACH. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 84, 327-339, Sept., 1952. 2 figs., 
27 refs. 


The authors report 2 cases of renal amino-aciduria 
(the Fanconi syndrome) in children observed at the 
University of California Hospital, San Francisco. They 
review their findings in relation to those of previously 
reported amino-acid excretion studies in cystinuria and 
cystinosis, and suggest that cystinosis is a terminal stage 
of generalized amino-aciduria, whereas cystinuria must 
be regarded as a separate entity. 

The first patient developed anorexia with progressive 
loss of weight and muscular weakness from the age of 
4 months. The disease ran a fluctuating course and the 
child died at 17 months during an attack of rubeola, 
necropsy showing deposits of cystine throughout the 
reticulo-endothelial system, hyperparathyroidism, and 
regenerating proximal renal tubular epithelium. The 
second patient had had anorexia and frequent vomiting 
attacks since the age of one month, and was admitted 
to hospital at the age of 2 years weighing only 18 lb. 
(8:2 kg.). The urine reduced Benedict’s solution to 
green, and there was persistent acidosis. This patient 
has survived up to the time of reporting, but without 
improvement. In both cases rachitic changes were found 
on x-ray examination, with spurs arising from the cortical 
margins of the long bones, and the second child showed 
progressive clinical signs of rickets. Extensive bio- 
chemical investigations were carried out in both cases, 
the relevant findings being a greatly increased content 
of amino-acids in the urine with a normal amino- 
nitrogen level in the plasma, suggesting renal tubular 
failure with acidosis as a manifestation of the under- 
lying renal disease. The blood sugar level in both cases 
was normal, although there was persistent glycosuria. 

The concentrations in urine and plasma of 18 free 
amino-acids were determined by microbiological assay 
in 7 normal adults, and were found to differ, indicating 
differential tubular reabsorption. The pattern of amino- 
acid excretion in the urine of the second patient was 
similar to that found in a normal-control (and in the 7 
adults mentioned above), the authors concluding that 
there is a quantitative rather than a qualitative impair- 
ment of amino-acid reabsorption in this syndrome. In 
cystinuria, on the other hand, the increase in urinary 
amino-acid excretion is confined to cystine, arginine, 
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lysine, and possibly one or two others, the remaining 
amino-acids being apparently reabsorbed normally. 

The normal plasma amino-acid levels found in the 
Fanconi syndrome suggest that there is no generalized 
impairment of amino-acid metabolism and, except for 
the cccurrence of cystine storage, there is no evidence of 
any defect other than in the renal tubules. It is suggested 
that the biochemical diagnosis of renal amino-aciduria of 
the Fanconi type can be made on the finding of a urinary 
amino-nitrogen level which exceeds 3°, of the total nitro- 
gen content with increased excretion of those amino-acids 
which are normally excreted in cystinuria, together with 
a normal plasma amino-nitrogen level. 

H. Gordon 


KIDNEY 


804. Salt-losing Nephritis 
C. L. Jomver and M. G. THorne. Lancet [Lancet] 2, 
454-458, Sept. 6, 1952. 5 figs., 23 refs. 


The authors review the cases of ** salt-losing nephritis ” 
which have been reported in the literature (only 6 in 
number) and add 3 of their own. The condition 
simulates Addison’s disease biochemically and clinically, 
but can be differentiated from it by normal tests of 
adrenal function other than those that depend on renal 
tubular function (for example, the Kepler—Power test). 
The outlook is poor, death being due either to circulatory 
collapse from salt depletion or, when salt balance is 
restored, to hypertensive heart failure with uraemia. 

While glomerular damage is considerable and results 
in azotaemia, tubular inefficiency is even more gross, 
with marked loss of salt and water that fails to respond 
to adrenal cortical hormones. In the various nephro- 
pathies responsible for this clinical syndrome there is 
anatomical evidence of severe tubular damage; in some 
cases tubular calcification is present. [The unexplained 
finding of pathological pigmentation of the Addisonian 
type in 3 of the 9 cases is of interest.] Renal osteo- 
dystrophy was present in one of the authors’ 3 cases. 

K. G. Lowe 


805. The Condition of the Kidneys in Salt-losing 
Nephritis 

J. B. ENtTICKNAP. Lancet [Lancet] 2, 458-461, Sept. 6, 
1952. 8 refs. 


The author summarizes the pathological features of 
the kidney in 8 of 9 recorded cases of “ salt-losing 
nephritis *’ (see Abstract 804). Frequent findings were: 
adherent capsule, granular surface with depressed scars 
and cysts, and cortical thinning. Microscopically, radial 
scarring was common and all cases showed variable 
amounts of interstitial fibrosis and chronic inflammatory 
infiltration. Glomeruli were focally affected and cap- 
sular thickening was constant. The tubules were also 
focally involved, showing either atrophy or hypertrophy, 
with epithelium of variable depth. In three cases there 
was calcification of the basement membranes, and in 5 
colloid casts were seen. One patient also had renal 
tuberculosis, and another probably congenital polycystic 
disease. The author considers that chronic pyelo- 


nephritis is the commonest, and possibly the only, cause 
of the chronic “ salt-losing ’’ kidney. He deprecates the 
use of the term “ salt-losing nephritis *’ and suggests as 
alternatives “* Thorn’s syndrome” or “ urinary salt loss 
due to renal disease ”’. K. G. Lowe 


806. The Hepato-renal Syndrome 
O. J. MALM. Journal of the Oslo City Hospitals {J. Oslo 
Cy Hosp.) 2, 165-184, Sept., 1952. 3 figs., 43 refs. 


The literature on the hepato-renal syndrome is re- 
viewed, and 3 cases are described in which patients with 
protracted jaundice developed uraemia due to a lower 
nephron nephrosis, not as the result of the damaged liver 
function alone but as the result of an additional shock. 
The long-standing jaundice had lowered the patients’ 
resistance to intercurrent complications. The first 
patient, with obstructive jaundice of 3 weeks’ duration, 
developed renal deficiency after postoperative shock. 
The second patient, also suffering from obstructive 
jaundice, became uraemic after an incompatible blood 
transfusion. The third patient, who had _ infective 
hepatitis, became uraemic from insufficient fluid intake 
during the phase of regeneration. All 3 patients re- 
covered, the treatment consisting in correction of the 
acidosis, restriction of the fluid intake to replace the 
measured loss of water in urine and faeces in addition to 
the insensible loss, and administration of electrolytes, 
especially potassium, when, during the polyuria of 
recovery, their concentration in the serum fell below the 
safety level. L. H. Worth 


807. A Contribution to the Study of the Senile Kidney. 
(Contribution a l'étude du rein sénile) 

L. Binet, C. LARocHE, and G. MATHE. Presse Médi- 
cale [Pr. méd.] 60, 1211-1212, Sept. 20, 1952. 4 figs., 
49 refs. 


Working in Paris, the authors have studied the renal 
function of 67 old people, and they compare their results 
with those of other workers. They found the 24-hour 
urine output ranged from 250 to 2,000 ml., with a mean 
of 1,025 ml. Cryoscopic studies on a number of subjects 
showed that the freezing point of the plasma was not 
abnormal, but the authors comment that they have 
often noted raised osmolarity of the plasma in their aged 
subjects in conditions such as pneumonia which would 
not produce such an abnormality in younger adults. 
Albuminuria was marked in 20°% of cases [actual figures 
are not given], and many more showed a trace of albumin; 
40° had granular casts, and 50°% showed a small number 
of erythrocytes in the centrifuged deposit; 5% of the 
patients had a “latent urinary infection’’, generally 
Bacterium coli. The mean blood urea level was 30 mg. 
per 100 ml., with a range of 25 to90 mg. In 54 subjects 
aged 65 to 95 years the standard urea clearance averaged 
46% of normal and the maximum clearance 52% of 
normal; in only 3 of these subjects was the urea clearance 


more than 80°% of normal. The authors conclude that 


there is a slight decline in the urea clearance with ad- 
vancing years; there was no correlation between the 
urea clearance and the degree of senility, nor with the 
arterial blood pressure. 


t 


bet 
75 
de 
pa 
Th 
gic 
rat 
of 
cle 
pe 
als 
th 
es! 
pr 
di 
th 
th 
he 
fa 
C 
fe 
R 
i 


MALE GENITALIA 233 


The mannitol clearance of 25 women and 2 men 
between the ages of 65 and 90 had a mean value of 
75 ml. per minute, and there appeared to be a moderate 
decrease in mannitol clearance with increasing age which 
paralleled the decrease in urea clearance already noted. 
There was no correlation between blood pressure and 
glomerular filtration rate, but the glomerular filtration 
rate was closely correlated with the degree of senility 
of the subject, whatever his chronological age. The 
clearance of p-aminohippurate had a mean of 283 ml. 
per minute and there was a diminution of this clearance 
also with increasing age which was more pronounced 
than with urea or mannitol. No correlation could be 
established between tubular function and the blood 
pressure. 

Injection of posterior pituitary extract containing anti- 
diuretic hormone resulted in a mean concentration of 
the urine of 46-5°% of normal, and in some of the subjects 
the urinary concentration was not affected at all by the 
hormone. This result is interpreted as indicating a 
failure of tubular reabsorption of water, but this was not 
correlated with age, blood pressure, or degree of senility 
of the subject. Walter H. H. Merivale 


BLADDER 


808. Diseases of the Female Bladder of Endocrine 
Origin. (Essai sur les cystopathies endocrines de la 
femme) 

R. CouvetaireE and P. Dreyrus. Journal d’Urologie 
Médicale et Chirurgicale [J. Urol. méd. chir.] 58, 317-349, 
1952. 4 figs., bibliography. 


The starting point of this study is the demonstration, 
originally made by Cifuentes (J. Urol., 1947, 57, 1028), 
that the trigone of the adult female bladder often contains 
islands, of very variable extent, of tissue resembling 
vaginal epithelium. These are never present in the male 
or in the prepuberal female. That this tissue would be 
susceptible to endocrine influence seems probable a 
priori, and also in view of much experimental evidence 
which the authors summarize. Thus oestradiol causes 
not only hypertrophy of the smooth muscle but also 
hyperplasia and squamous metaplasia of the trigone at 
the point of its junction with the urethra, and it seems 
probable that the variations in the cellular sediment of 
the urine during the menstrual cycle depend upon such 
a mechanism. Other hormone-sensitive tissues of the 
lower urinary tract are also discussed. 

The clearest example of a bladder disease of endocrine 
origin is endometrioma of the bladder, which is probably 
less rare than is generally supposed. Two cases are 
described. It is suggested that many of the dysurias of 
pregnancy—cystalgia without cystitis, difficulty of mic- 
turition, unexplained haematuria—are due to the effects 
of the profound changes in hormone levels during 
gestation. These affect the tonus and capacity of the 
bladder. Other bladder disorders of endocrine origin 
are postulated, since they occur in relation to epochs of 
hormonal change in the woman’s life and, it is claimed, 
respond to hormonal therapy. The principal symptoms 
of these disorders include frequency of micturition, 


cystalgia, incontinence, haematuria, perineal pain, and 
dyspareunia; these conditions are discussed in detail. 
In discussing the diagnosis of endocrine cystopathy, it is 
conceded that the standard methods of investigation 
have pride of place [yet the somewhat unsatisfactory 
argument that the best confirmation of the diagnosis of 
endocrine disorder is afforded by the success of endocrine 
therapy is finally adduced]. 

Various considerations lead the authors to conclude 
that direct instillation of hormones into the bladder is 
the best route of administration for the treatment of 
endocrine cystopathies. The doses advocated are: 
oestradiol 2 mg., progesterone 5 mg., and testosterone 
10 mg., in each case dissolved in 10 ml. of propylene 
glycol. After instillation the patient must avoid passing 
her urine for as long as possible. Directions for the 
choice of hormone are outlined; in general, if a hypo- 
oestrogenic state exists, oestradiol is used, and if hyper- 
oestrogenic, progesterone or testosterone. Testosterone 
is indicated where there is bleeding from the bladder 
without pyuria. Case reports on 33 patients treated with 
hormones are given. G. I. M. Swyer 
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809. A Histological Explanation for the Beneficial 
Action of Endocrine Therapy in Carcinoma of the Prostate 
T. Nicot, I. D. Hetmy, and A. Apou-Zikry. British 
Journal of Surgery (Brit. J. Surg.) 40, 166-172, Sept., 
1952. 13 figs., 35 refs. 


In experiments performed at King’s College, London, 
the authors gave various oestrogenic substances by 
mouth or, more frequently, by intramuscular injection 
to three groups of guinea-pigs consisting of intact males, 
orchidectomized males, and ovariectomized females re- 
spectively and totalling 167 animals. They then studied 
the effect of these hormones on the activity of the 
reticulo-endothelial system after giving a daily subcu- 
taneous injection of trypan blue for 6 days to secure 
vital staining. 

Oestrogenic hormones were found to produce hyper- 
plasia and stimulation of the reticulo-endothelial macro- 
phages in the spleen, liver,,and lymph nodes, and pro- 
longed dosage led to their accumulation in the prostate 
or uterine horns. Orchidectomy caused a similar stimu- 
lation of the macrophages, the mobilization of which was 
accelerated by the combination of orchidectomy and 
oestrogen treatment; this, if prolonged, resulted in 
marked fibrosis of the prostate due, it is suggested, to 
the transformation of macrophages derived from the 
reticulo-endothelial system into fibroblasts and fibrous 
tissue. A similar mechanism is postulated to explain 
the beneficial effect of endocrine therapy in carcinoma 
of the prostate and it is suggested that “ stimulation of 
the reticulo-endothelial system probably increases the 
general defence of the body against malignant tumours ”’. 
The desirability is pointed out ‘ of finding a substance 
allied to oestrogens which possesses a still more powerful 
stimulating effect on the reticulo-endothelial system with- 
out the possible ill effects of oestrogens ”’. 

K. Whittle Martin 
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810. Pituitary Cytological Manifestations of Heightened 
Adrenocorticotrophic Activity 

J.C. Finerty, M. Hess, and R. BINHAMMER. Anatomical 
Record [Anat. Rec.] 114, 115-125, Sept., 1952. 4 figs., 
24 refs. 


Experiments were undertaken to determine if any 
cytological change in the anterior pituitary lobe accom- 
panied the physiological changes of increased dis- 
charge and production of ACTH in response to stress. 
Rats were exposed to stress by immersion in water at 
70° C. for 5 seconds and killed at intervals of 1, 3, 12, 
and 24 hours. The pituitary glands were removed and 
fixed for cytological study and the adrenal glands were 
weighed and their ascorbic acid content estimated. The 
ascorbic acid content of the adrenal glands had decreased 
by 38%, one hour after the immersion and by 33% at 12 
hours. This is regarded as evidence of increased ACTH 
activity (stress). The weight of the adrenal glands had 
increased at 12 hours after immersion from 28 mg. to 
33 mg., and after 24 hours to 38 mg. This is regarded 
as evidence of hypertrophy. Compared with control 
rats no cytoplasmic difference in the pituitary cells was 
found, with one exception, namely, a marked increase 
in the granules staining with acid haematein in the 
acidophil cells, visible 3, 12, and 24 hours after immersion. 
It is concluded that only the acidophil cells are involved 
in changes associated with ACTH secretion under stress, 
and that neither the above granules nor the azocarmine- 
staining granules represent stored ACTH. 

H. Herxheimer 
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811. A Mechanism for the Eosinopenia Induced by 
Cortisone and by Epinephrine 

J. PADAWER and A. S. Gorpon. Endocrinology [Endo- 
crinology] 51, 52-58, July, 1952. 6 figs., 19 refs. 


The authors, writing from New York University, 
consider that the accepted explanation of the mechanism 
for the eosinopenia following administration of cortisone 
is based on inference, and they offer an experimental 
proof for their view that it is due to destruction of 
eosinophils. They used a modified Long-Evans strain 
of rats characterized by the high concentrations of 
eosinophils in their peritoneal and pleural fluids. Counts 
were made on peripheral blood and peritoneal fluid using 
phloxine—methylene blue in propylene glycol as de- 
scribed by Randolph (J. Lab. clin. Med., 1949, 34, 1696). 
Body-fluid samples were obtained after treatment, after 
anaesthetization, and after decapitation. Each animal 
acted as its own control, the counts being made before 
and after treatment. The animals were divided into 
two groups. To the first group 10 mg. of cortisone 
acetate was given in | ml. of physiological saline sub- 


cutaneously, the rats being killed 4 to 12 hours later. 
The second group received 1 ml. of 1 in 5,000 adrenaline 
chloride solution in physiological saline; they were 
killed 6 and 12 hours after injection. 

The eosinophil counts in the animals operated upon 
were only slightly depressed. In those receiving cortisone 
there was a significant fall in all cell counts in blood 
and peritoneal fluid except for the total blood leucocyte 
count, which was unchanged. All groups showed a 
definite relation between the numbers of eosinophils in 
the peripheral blood and peritoneal fluid. The authors 
describe a series of changes which took place in the 
eosinophils after administration of cortisone, resulting 
in an increase in the number of small eosinophils which, 
they suggest, represent a stage in their degeneration. 
Before treatment neutrophils were absent from pleural 
and peritoneal fluids, but 6 hours after giving cortisone 
there was a rapid increase, while the percentage of these 
cells in the peripheral blood also rose. They discuss. 
evidence against the theory that inhibition of produc- 
tion of eosinophils in the bone marrow or of their 
distribution to other organs is the cause of the eosino- 
penia, and recall that other workers have suggested 
destruction of eosinophils by body fluids as the cause. 
Direct evidence of such destruction, which has hitherto 
been lacking, is now provided by the demonstration of 
an increase in degenerate forms on giving cortisone. 
The authors conclude that cortisone and adrenaline 
cause a significant fall in the number of cells in the 
peritoneal fluid, that the diminution of eosinophils is 
related to that in the peripheral blood, and that eosino- 
phil degeneration and ingestion by macrophages occurs, 
and is the cause of the eosinopenia observed. 

R. St. J.. Buxton 


812. Comparative Effects of Cortisone, ACTH, and 
DOCA in a Case of Rheumatoid Arthritis with Addison’s. 
Disease 

P. ELLMAN and L. Cupkowicz. Annals of the Rheumatic 
Diseases [Ann. rheum. Dis.] 11, 225-229, Sept., 1952. 
2 figs., 18 refs. 


The association of rheumatoid arthritis with Addison’s. 
disease has been reported previously in the literature on 
several occasions, but is a sufficiently rare coincidence 
to merit detailed study. The patient whose case is 
reported here, a woman of 53, had had arthritis for 4 
years before being seen by the authors at St. Stephen’s 
Hospital, London, and had responded to two courses 
of gold therapy, the second of which had been given 
2 years before. It was soon after this that she became 
aware of extreme fatigue and began to have attacks of 
fainting and vomiting, and 6 months before admission 
skin pigmentation appeared. With a daily dose of 45 mg- 
of corticotrophin (ACTH) there was improvement in the 
arthritis, and her diastolic blood pressure rose from 60. 
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to 80 mm. Hg, but the skin colour remained unaffected. 
Similarly with cortisone (75 mg. daily intramuscularly) 
the joint symptoms and swelling subsided, while the 
serum sodium level rose from 320 mg. to 346 mg. per 
100 ml., the skin became paler, and there was a general 
feeling of well-being. After reduction of the dosage of 
cortisone to 25 mg. daily, however, joint swelling and 
pain recurred. Deoxycortone acetate was then given in 
doses of 5 mg. daily for 13 days followed by implantation 
of 300 mg., with 6 g. of salt daily. The joint symptoms 
recurred and the patient was depressed and fatigued, 
but the skin remained paler. Two weeks after the 
implantation, cortisone (25 mg. daily) was given by 
injection for 11 days, and then by mouth in doses not 
exceeding 50 mg. All-round improvement was noted 
and the patient was discharged on a maintenance dose 
of 25 mg. cortisone daily by mouth. 

It would appear that cortisone alone maintains electro- 
lyte balance in Addison’s disease as adequately as deoxy- 
cortone, and the quantity needed to control Addisonian 
symptoms is less than that required to suppress the joint 
symptoms of rheumatoid arthritis. In the case described 
the dosage of cortisone required to suppress joint symp- 
toms was less than that usually needed in uncomplicated 
cases of rheumatoid arthritis. D. Preiskel 


813. Addison’s Disease Secondary to Metastatic Car- 
cinoma of the Adrenal Glands 

J. M. BuTTERLy, L. FISHMAN, J. SECKLER, and H. STEIN- 
BERG. Annals of Internal Medicine [Ann. intern. Med.] 
37, 930-939, Nov., 1952. 3 figs., 12 refs. 
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814. The Iodine-deficient Human Thyroid Gland: a 
Preliminary Report 

J. B. STANBURY, G. L. BROWNELL, D. S. Ricas, H. Pert- 
NeTTI, E. Det Castitto, J. Iroiz, A. Houssay, E. 
Trucco, and A. C. YACIOFANO. Journal of Clinical 
Endocrinology and Metabolism [J. clin. Endocrinol.) 12, 
191-207, Feb., 1952. 8 figs., 15 refs. 


Thyroid function was studied in 122 subjects in 
Mendoza, Argentina, where goitre is endemic. Almost 
all the subjects were young adults with enlarged thyroid 
glands but without clinical evidence of hypothyroidism. 
The uptake of radioactive iodine by the thyroid was 
measured with a Geiger—Miiller counter after the subject 
had ingested 25 to 50 microcuries. The range of values 
for a 48-hour uptake was wider and the average higher 
than in normal persons in the United States. In general, 
the rate of uptake was highest where the rate of urinary 
excretion of ordinary iodine was lowest, and vice versa. 
The rate of urinary excretion can be taken “as an index 
of the normal rate of iodine intake by subjects who are 
in iodine equilibrium. 

The radioactive iodine accumulated in the thyroid 
very rapidly and a high concentration was maintained 
there for an abnormally long time; the rate of renal 
clearance was normal. The retention of radioactive 


iodine in the thyroid is not static: hormonal iodine is 
constantly being secreted, but the iodine is liberated 
peripherally and is immediately re-accumulated in the 
gland. This was demonstrated when antithyroid drugs 
were given: the concentration of radioactive iodine in 
the gland fell and the rate of urinary elimination increased. 
When thyrotrophin was given in addition the fall in the 
thyroid concentration was further accelerated. Evidently 
endogenous thyrotrophin was not stimulating the gland 
maximally. 

When the subjects with high rates of thyroidal iodine 
uptake were given iodine (150 wg. to 150 mg. daily for 
2 to 4 weeks) there was surprisingly little alteration in 
the rate of uptake and no sign of hyperthyroidism. 
Presumably the enlarged glands have a very large 
capacity for storing bound iodine. The rate of uptake 
was, however, comparatively quickly reduced by ad- 
ministration of dried thyroid (30 to 100 mg. daily),. 
and it seems that the pituitary is abnormally sensitive to 
the presence of excess thyroid hormone in these con- 
ditions. Peter C. Williams 


815. The Early Stages of Thyroid Carcinoma 

M. DarGENT and P. Gutnet. British Medical Journal 
[Brit. med. J.) 2, 1122-1125, Nov. 22, 1952. 9 figs., 
28 refs. 


The view that thyroid carcinoma may arise in a pre- 
existing adenoma is challenged. Evidence from the 
relative incidence of adenoma and cancer in the two 
sexes and at different ages is against it. It is suggested 
that any adenoma which seems to turn malignant in 
less than ten years from its initial appearance was in 
reality malignant from the first. Histological sections 
are presented to show that adenoma and carcinoma may 
coexist, and that adenoma may follow cancer, which can 
also develop in a diffuse goitre or from normal tissue. 

The significance of these observations for practical 
therapy is discussed.—[Authors’ summary.] 


See also Pathology, Abstract 629. 
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816. The Effects of Prolonged Infusion of the Dog’s 
Pancreas with Glucose 

E. M. Brown, F. C. Donan, L. R. FREEDMAN, P. De 
Moor, and F. D. W. Lukens. Endocrinology [Endo- 
crinology] 50, 646-656, June, 1952. 9 figs., 18 refs. 


In experiments carried out at the University of Penn- 
sylvania, Philadelphia, the authors studied the effects on 
the dog’s pancreas of prolonged infusion with glucose 
solution through the hepatic artery. The hydropic de- 
generation of the islets of Langerhans and permanent 
diabetes which were previously found to follow the 
repeated intraperitoneal injection of glucose in cats 
(Dohan and Lukens, Endocrinology, 1948, 42, 244) were 
considered to be due to sustained hyperglycaemia, and 
the object of the present experiments was to determine 
whether the same changes could be induced by a hyper- 
glycaemia localized to the pancreas. Dogs of about 
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10 kg. body weight were used and, under pentobarbitone 
anaesthesia, the abdomen was opened and polyethylene 
tubing from the perfusion apparatus introduced into the 
left gastric artery and passed along the hepatic artery 
to the required position. [The technique is described 
in detail, and the original should be consulted by those 
interested.] The addition of heparin to the perfusate 
was started 18 to 24 hours after operation, and the 
clotting time kept between 30 and 60 minutes. The 
concentrations of glucose used ranged from 5 to 17%, 
higher concentrations appearing to favour local throm- 
bosis. Each dog was given 100,000 units of penicillin 
intramuscularly daily. 

At no time did a peripheral hyperglycaemia occur, 
though hypoglycaemia was common. Of 8 animals 
which received more than 4-5 mg. of glucose per kg. body 
weight per minute, the average blood sugar level was 
less than 40 mg. per 100 ml. in all except one, whereas of 
8 dogs in which the infusion rate was less than 4-5 mg. 
per kg. per minute, only in 2 did the blood sugar level 
fall below 40 mg. per 100 ml. The period of hypo- 
glycaemia in 10 of the dogs varied from 2 to 18 days in 
duration, whereas infusion was continued for 5 to 19 
days. In 2 dogs in which glucose solution was infused 
through the portal vein for 4 and 5 days respectively 
the peripheral blood sugar level remained normal. The 
authors therefore conclude that hyperinsulinism due to 
the stimulant effect of glucose on the islets was the cause 
of the hypoglycaemia, as it occurred only when the pan- 
creatic circulation was included in the infusion, and 
that the concentration of glucose and the rate of the 
infusion were the important factors determining its 
degree. After the infusion the histology of the pancreas 
was studied in sections from 5 to 8 areas stained with 
haematoxylin and eosin and by Gomori’s_ method. 
The changes found were focal and mixed with inflam- 
matory reaction. Hyperplasia of the islets occurred, 
and its causation is discussed. Degranulation and early 
glycogen infiltration (hydropic degeneration) were found 
near the arteries infused. 

The authors comment on the protective action of 
insulin on the islets in experimental diabetes, and it is 
pointed out that in the present experiments degenerative 
lesions occurred in the islets in the presence of a high 
blood insulin level, as indicated by the peripheral hypo- 
glycaemia. The protective effect of insulin may thus 
depend on the reduction of hyperglycaemia which usually 
accompanies an increased insulin supply. 

R. St. J. Buxton 


817. Studies in Pre-diabetes. Part I. Its Incidence in 
the Cape, its Early Detection, and the Concept of the 
Pre-diabetic Father. Part II. Sugar Tolerance in Late 
Pregnancy and Early Puerperium 

W. P. U. Jackson. British Medical Journal [Brit. med. 
J.] 2, 690-696, Sept. 27, 1952. 5 figs., 45 refs. 


In this study, made at the University of Capetown, 
50 European and 50 * coloured * (mixed race) diabetic 
women were questioned as to the birth weight of 
their babies and incidence of stillbirths before they 
developed diabetes, and an equal number of non- 
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diabetic European and coloured mothers were similarly 
questioned and acted as a control group; the error 
inherent in the method was thus common to both groups. 
Of the diabetic mothers 62°% had had at least one child 
over 10 Ib. (4-5 kg.), compared with 12% of the controls. 
The incidence of stillbirths in the two groups was 30% 
and 13% respectively. Conversely, 31°% of babies born 
to pre-diabetic mothers weighed over 4:5 kg. as com- 
pared with 4-6°% in the control series. These figures are 
in the same range as those of other workers. A further 
inquiry was also made into the incidence of large babies 
where the father was diabetic or pre-diabetic. Of 189 
children born to 49 such fathers the incidence of babies 
weighing over 4:5 kg. was found to be 14%, compared 
with 5% in the control series. Here, however, the still- 
birth rate was the same for both groups. 

Excluding patients known to have diabetes, the author 
performed glucose tolerance tests on 33 women whose 
last baby had weighed over 10 lb. Among these, 5 
were found to be diabetic and 4 showed a raised level 
after 2 or 24 hours. Among 132 controls, 6 showed a 
diabetic curve and 4 a raised 2- or 24-hour level. Of 
14 with a history of stillbirths, 5 were discovered to 
be diabetic, 3 “* pre-diabetic *’, and 6 were normal. It is 
suggested that: (1) mothers giving birth to large babies 
or with an abnormal incidence of stillbirths may be in 
a state of “* chemical *’, as opposed to clinical, diabetes; 
(2) an obstetrical history of large babies and stillbirths 
is an indication for the performance of glucose tolerance 
tests and, if necessary, prophylaxis by diet and ad- 
ministration of hormones; (3) the tendency to diabetes 
(or “ pre-diabetic state”’) is present for an indefinite 
period before the clinical manifestation of the disease; 
(4) pre-diabetes in the father may also lead to the birth of 
large babies. The author concludes that “ the tendency 
to produce large babies is partiy an inherited charac- 
teristic combined with a tendency to diabetes, passed on 
by the male as well as the female, and partly an effect 
of maternal environment as in the current hormonal 
hypothesis. The excessive foetal loss, on the other 
hand, is entirely mediated by maternal factors ”’. 

Because of the paucity of authoritative figures in the 
literature for glucose tolerance in women near term and 
in the puerperium, the author reports in Part II of this 
paper the results of tests on 42 women in the 36th week 
of pregnancy and on 140 mothers on the 6th post-partum 
day. Mean fasting levels were 83 mg. and 90 mg. per 
100 ml. respectively, and the mean maximum level at 
1 hour was 128 mg. per 100 ml. antenatally and 137 mg. 
postnatally. These figures differ markedly from those 
reported by Hurwitz and Jensen (New Engl. J. Med., 
1946, 234, 327). The author suggests that the following 
figures for glucose tolerance may be regarded as normal 
in pregnant and parturient women: fasting level, below 
120 mg. per 100 ml.; maximum level, below 200 mg.: 
2-hour level, below 140 mg.; and 24-hour level, below 
130 mg. 

[The significance of a somewhat elevated 2- or 24- 
hour level as the only abnormality of a glucose tolerance 
curve and of pre-diabetes in the father as a factor in 
the production of large babies seem to require further 
study.] I. Grayce 
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818. The Hyaluronidase-Haemoglobin Dispersion Test 
in Rheumatic Fever and Rheumatoid Arthritis and its 
Relation to Corticotrophin Therapy. (Le test de dis- 
persion hyaluronidase hémoglobine dans ia fiévre rhu- 
matismale aigué et dans l’arthrite rhumatoide traitées 
ou non par la corticotrophine hypophysaire) 

J. MAHAUX. Acta Clinica Belgica [Acta clin. belg.] 7, 
338-355, July—Aug., 1952. 6 figs., 14 refs. 


The interest which has of recent years become focused 
upon the rheumatic diseases as the result of developments 
in hormonal therapy has led to the more detailed study 
of the physiology and pathology of collagen and con- 
nective tissue. The author has devised a simple test 
involving the intradermal injection of hyaluronidase, 
together with haemoglobin as an indicator, whereby the 
spreading factor in skin and connective tissue may be 
estimated. He finds that a clinical remission of rheu- 
matoid arthritis produced by corticotrophin is accom- 
panied by a significant reduction in the area of spread. 
This increases again when the patient’s disease relapses. 
He considers that this reduction in the area of spread 
observed under hormonal therapy is unlikely to result 
from a simple inhibitory action on hyaluronidase, and 
suggests that it is probably the result of a synthesis, 
within the ground substance of the connective tissue, of 
mucopolysaccharides relatively resistant to the action of 
hyaluronidase. W. S. C. Copeman 
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819. Clinical Trial of 11-Ketoprogesterone in Rheu- 
matoid Arthritis 

I. F. Durr, W. D. Rosinson, and W. Q. WOLFSON. 
Journal of the Michigan State Medical Society [J. Mich. 
med. Soc.] 51, 1176-1182, Sept., 1952. 1 fig., 9 refs. 


The authors, working at the Rackham Arthritis 
Research Unit (University of Michigan), investigated 
the effect of 11-ketoprogesterone in rheumatoid arthritis. 
Their interest in this steroid was aroused by a report 
that, in a dose comparable with the effective dose of 
cortisone, this compound was capable of inhibiting the 
growth of chick embryos, as is cortisone. 

11-Ketoprogesterone, preceded and followed by a 
placebo, was given to 3 women and 2 men with rheu- 
matoid arthritis, 3 of the patients receiving the drug by 
intramuscular injection and 2 by mouth. In one case, 
however, oral treatment had to be stopped after 3 days 
because of the development of dermatitis. The other 4 
patients received the steroid for 7 to 9 days, the total 
dosage ranging from 3-2 g. to 7-2 g. Gradual subjective 
and objective improvement was observed in all cases, but 
it began when the preliminary placebo was given, con- 
tinuing throughout the administration of the steroid and 
into the period when the placebo was given afterwards. 


In no instance was there a dramatic beneficial effect 
such as that observed with cortisone therapy. Intra- 
muscular injections caused a severe local inflammatory 
reaction. 

During the clinical trial the authors noted changes 
in weight, in the erythrocyte sedimentation rate, in serum 
protein fractions, and in the serum urate—creatinine ratio, 
but no significant variation in these values was observed. 
In 2 patients there was a significant increase in the 
urinary excretion of histidine and of 17-ketosteroids and 
in the Pettenkofer-chromogen : 17-ketosteroid ratio after 
oral and parenteral administration of 11-ketopro- 
gesterone. 

The authors conclude, however, that 11l-ketopro- 
gesterone is without significant clinical effect in rheu- 
matoid arthritis. C. E. Quin 


820. Clinical ** Assay ’’ of Corticotrophin. Preliminary 
Comparison of Methods 

B. M. AnsELL and E. G. L. Bywaters. Annals of the 
Rheumatic Diseases [Ann. rheum. Dis.] 11, 213-218, 
Sept., 1952. 4 figs., 6 refs. 


The two accepted methods whereby pituitary cortico- 
trophin activity is usually estimated are based on animal 
assay, and the results are not always congruent. The 
authors suggest that a method of assay based on the 
clinical response obtained in human patients may, despite 
its relative crudity, provide a more useful guide to the 
anti-rheumatic potency of various samples of cortico- 
trophin than animal assay methods or methods based 
on laboratory investigations (such as the measurement 
of eosinopenic response or increase in 17-ketosteroid 
excretion). At the Canadian Red Cross Memorial 
Hospital, Taplow, Bucks, they have developed such a 
test, which is based on the assessment of pain from 
digital pressure over an affected joint, range of movement 
of an affected joint, time taken to walk a standard 
distance, and maximum strength of grip as measured in 
mm. Hg by compression of a rubber bag. 

Three modes of administration were used in comparing 
different batches of corticotrophin: continuous intra- 
muscular therapy, the drug being given 6-hourly for 
periods of 7 days; intermittent intramuscular therapy, 
the drug being given 6-hourly for 3-day periods alter- 
nating with 4-day periods of saline injections for as long 
as necessary; and intermittent intravenous therapy, the 
required dose being given by drip infusion over a period 
of 8 hours at intervals of 4 to 6 days. It was found that 
the continuous intramuscular method was of little or no 
value for the comparison of different batches, and for this 
purpose one of the intermittent methods is to bepreferred. 
With intramuscular administration the optimum duration 
of the treatment periods was difficult to determine, but 
3 days was certainly adequate and could probably be 
reduced to 2, while the control period should perhaps be 
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longer than 4 days to ensure restoration of the patient's 
condition to the basal level. Intravenous therapy gave 
an excellent clinical response with economy of material 
and is probably the most suitable, but tended to be 
complicated by thrombosis. It is emphasized that one 
difficulty will always recur—* that the patient and his 
disease do not remain the same, sometimes because of 
development of resistance, and sometimes because of 
improvement ”’. D. Preiskel 


821. The Use of Massive-dose Cortisone in the Treat- 
ment of Rheumatoid Arthritis 

J. D. Cnuase and J. J. Licutsopy. Journal of the 
Michigan State Medical Society [J. Mich. med. Soc.] 51, 
1167-1175, Sept., 1952. 5 figs., 12 refs. 


The authors, working at the Wayne University College 
of Medicine, Detroit, have treated 4 men and 3 women 
suffering from rheumatoid arthritis with doses of corti- 
sone larger than those usually given. The drug was 
administered parenterally in several doses totalling 500 
mg. or more daily in every case. This treatment was 
continued until toxic symptoms appeared, when ad- 
ministration was stopped abruptly in 6 cases and the 
dose gradually reduced in the seventh. The total dose 
of cortisone administered before the appearance of toxic 
symptoms ranged from 6-125 g. to 26-625 g. In all the 
patients there was marked improvement in the arthritic 
symptoms. 

The toxic manifestations included frank psychosis, 
marked depression, hyperglycaemia, facial fullness, hyper- 
tension, duodenal ulcer, and paroxysmal tachycardia. 
In no instance did they persist longer than 3 months. 
The improvement in the arthritic condition was partly 
maintained in one patient for 230 days and in another 
for 78 days, but the other 5 patients relapsed in a few 
weeks. 

Synovial tissue from the knee-joint, which was 
examined in 4 patients before and after treatment, 
showed no significant change in histopathology in 2 
and a reduction in the inflammatory reaction, but no 
alteration in the density of fibrous tissue, in the other 2. 
A rise in the excretion of 17-ketosteroids and of gonado- 
trophins was demonstrated in the 5 cases in which the 
excretion was estimated. Examination of testicular 
biopsy specimens from 4 male patients after treatment 
failed to reveal any marked change compared with 
specimens examined before treatment. 

The authors conclude that in rheumatoid arthritis 
short-term administration of large doses of cortisone 
has no advantage over long-term administration of 
small doses. C. E. Quin 


822. Observations on the Use of Cortisone and Corti- 
cotropin in Rheumatoid Arthritis 

A. E. Price, W. S. Reveno, J. J. LigHtsopy, E. C. V. 
Here, H. A. KASHTAN, and K. E. CoRRINAN. Journal 
of the Michigan State Medical Society [J. Mich. med. Soc.} 
51, 1183-1188, Sept., 1952. 7 refs. 


The authors report the results of treatment of rheu- 
matoid arthritis with cortisone (65 patients), ACTH (12 
patients), and intra-articular injections of hydrocortisone 
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(13 patients). Of the 65 patients receiving cortisone, 45 


were treated for 2 years, the remaining 20 patients and 
those receiving ACTH or hydrocortisone being treated 
for a year or less. Cortisone was administered orally 
in maintenance doses of 25 to 75 mg. daily, and ACTH 
subcutaneously in maintenance doses of 10 to 25 mg. 
daily, except for a few patients who received 25 mg. 
thrice weekly. All the patients receiving cortisone and 
ACTH were given a diet of which the salt content was 
less than | g. 

The results obtained with cortisone and with ACTH 
were similar; they were considered to be good in 74% 
of the patients receiving cortisone and 77% of those 
receiving ACTH, and fair in 22% of the former group 
and 15% of the latter. The complications were as 
follows: oedema (29 patients), facial hirsuties (27, 
mild in 21), thinning of the scalp hair (2), acne (15), 
marked pigmentation (1), purpuric lesions (3), gastro- 
intestinal haemorrhage (1), gastric ulcer (2, with a per- 
foration in 1), euphoria (34), mild depression (6), acute 
depressive psychosis (1), schizophrenia (1), and hyper- 
tension (1). The 29 patients with oedema and the 3 
with purpuric lesions received cortisone, while the patient 
with pigmentation received ACTH. 

A total of 94 injections of hydrocortisone were given 
to 13 patients, in 8 of whom the response was excel- 
lent, a decrease in joint swelling and an improvement 
in mobility lasting from 2 to 12 weeks being noted. 
Moderate benefit lasting a few days to 2 weeks was 
observed in 3 patients, while the remaining 2 did not 
respond satisfactorily. 

The authors also measured the uptake of radioactive 
iodine by the thyroid in patients receiving cortisone or 
ACTH. It was found that cortisone depressed thyroid 
function and ACTH stimulated it. They point out, 
however, that their supplies of ACTH contained a trace 
of thyrotrophic hormone, which might explain the 
thyroid stimulation. C. E. Quin 


823. Corticotropin, Protamine Supplement and Plasma 
Fibrinogen Levels in Chronic Arthritis 

E. A. PETERMAN. Journal of the Michigan State Medical 
Society [J. Mich. med. Soc.] 51, 1191-1199, Sept., 1952. 
5 figs., 13 refs. 


The author, working at Providence Hospital, Detroit, 
studied the effect of ACTH combined with protamine 
sulphate in rheumatoid arthritis, particularly the effect 
on the plasma fibrinogen level. He points out that the 
increased plasma fibrinogen level in rheumatoid arthritis 
has not been explained, and he suggests that the increase 
is a compensating mechanism brought into action by a 
deficiency of thromboplastin, that deficiency in turn 
being caused by: over-production of heparin. Both 
heparin and protamine are powerful anti-thrombo- 
plastins, but they have a greater affinity for one another 
than for thromboplastin; hence the use of protamine 
as an antidote for an overdose of heparin. According 
to this hypothesis the plasma fibrinogen level should 
gradually fall to normal as excessive heparin-like material 
is neutralized by injection of protamine, but when 
neutralization has taken place any excess protamine 
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would act as an anti-thromboplastin and bring about a 
rise in plasma fibrinogen level. 

ACTH was given to 26 patients with rheumatoid 
arthritis until it was certain that no further benefit could 
be obtained from this drug alone. Protamine sulphate 
was then given intravenously, or protamine without the 
sulphate radical intramuscularly, in the same gelatin 
menstruum as the ACTH. The results obtained with 
the combination of protamine and ACTH were those 
which were to be expected on the basis of the author's 
theory of the action of these drugs. As little as 30 mg. 
of protamine sulphate intravenously each day was usually 
enough to produce a gradual lowering of the plasma 
fibrinogen level to normal, this being accompanied by 
further clinical improvement. Patients with a higher 
fibrinogen level required 50 to 75 mg. of protamine 
sulphate a day to produce a continuous fall. When the 
drug was given in amounts exceeding 100 mg. a day 
there was a rapid fall, soon to be followed by a rise in 
the plasma fibrinogen level. Similar results were 
observed when the protamine was given intramuscularly. 
The addition of protamine enhanced the partial clinical 
remission achieved with ACTH in 21 of the 26 patients. 

C. E. Quin 


See also Endocrinology, Abstract 812. 
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824. The Weltmann Reaction in Active Rheumatic 
Fever. (A reacdo de Weltmann na doenga reumatica 
ativa) 

M. M. R. Neto, L. V. DécourtT, and B. TRANCHESI. 
Revista Paulista de Medicina [Rev. paulist. Med.) 41, 
137-148, Sept., 1952. 7 refs. 


Human serum, if sufficiently diluted, will not coagulate 
on heating. However, if an electrolyte such as calcium 
chloride is added to the serum it is found that coagula- 
tion will take place at a higher dilution. The Weltmann 
reaction makes use of the fact that the maximum degree 
of dilution at which coagulation takes place varies in the 
presence of certain diseases. A series of 10 dilutions is 
set up and calcium chloride added; normally, coagula- 
tion takes place in the first 6, in exudative diseases 
coagulation takes place only in the first 2 or 3 tubes 
(shift to the left), whereas in proliferative or fibroblastic 
conditions coagulation takes place even in the highest 
dilution (shift to the right). The authors compared the 
results of this test with the corrected erythrocyte sedi- 
mentation rate (Wintrobe) in 18 cases of active rheu- 
matic fever, with and without heart failure, to determine 
which of the two was the more closely related to the 
degree of activity of the diseases as judged from the 
presence of arthritis and fever, the leucocyte count, the 
Q-T interval on the electrocardiogram, and the radio- 
graphic appearance of the heart. Tests were carried out 
immediately on admission and subsequently at varying 
intervals. 

The erythrocyte sedimentation rate (E.S.R.) was 
elevated in 16 out of the 18 cases on admission, whereas 


the Weltmann reaction showed a shift to the left in 
only 12. Of the 6 patients in whom the Weltmann 
reaction was normal, in 2 the disease was clinically only 
slightly active, while 3 had cardiac failure, suggesting 
that this complication might have interfered with the 
reaction. When the tests were repeated at suitable 
intervals it was found that the Weltmann reaction was 
more sensitive than the E.S.R. to changes in activity; 
in fact on five separate occasions the E.S.R. became 
normal while clinical activity was still present. The 
authors are of the opinion that the administration of 
sodium salicylate may affect the E.S.R., whereas the 
Weltmann reaction does not appear to be modified by 
salicylate therapy. In the 3 cases of cardiac failure 
mentioned above the reaction remained normal and the 
patients recovered, whereas 2 other patients with cardiac 
failure, in whom the Weltmann reaction showed a pro- 
gressive shift to the left, both died, suggesting that such 
a change in the presence of failure may indicate a lethal 
prognosis. In only 2 cases out of the 18 did the Welt- 
mann reaction show a shift to the right. Both these 
patients had cardiac failure, even after prolonged con- 
valescence. Paul B. Woolley 


825. C-reactive Protein in Rheumatic Fever 
A. G. S. Hitt. Lancet [Lancet] 2, 558-560, Sept. 20, 
1952. 4 figs., 8 refs. 


C-reactive protein is an abnormal constituent of the 
blood and other body fluids, and can be detected in the 
active stages of many infective and non-infective con- 
ditions. It forms a precipitate with the C, or somatic, 
polysaccharide of the pneumococcus. 

_ The author has tested the serum for C-reactive pro- 
tein in 13 cases of rheumatic fever. Positive reactions 
were obtained in all the cases, changes in the concentra- 
tion of C-reactive protein faithfully reflecting fluctuations 
in the activity of the disease. These changes tended to 
parallel variations in the erythrocyte sedimentation rate, 
but the latter often remained high during early con- 
valescence after C-reactive protein had disappeared. A 
clinical response to salicylate treatment was followed 
closely by the disappearance of C-reactive protein. 

R. S. Illingworth 


826. The Treatment of Acute Rheumatism with Heparin. 
(De behandeling van acute polyarthritis met heparine) 
C. MENDES DE LEON. Nederlandsch Tijdschrift voor 
Geneeskunde [Ned. Tijdschr. Geneesk.] 96, 2417-2423, 
Sept. 27, 1952. 3 figs., 27 refs. 


The allergic nature of acute rheumatism is discussed 
in relation to the collagen diseases, and the various sub- 
stances which have been used to suppress allergic 
phenomena are considered. The predominance of de- 
polymerization of hyaluronic acid in the intercellular 
substance in hyperergic conditions is the indication for 
the administration of anti-hyaluronidase. Heparin, 
which is closely related chemically to hyaluronic acid, 
possesses anti-hyaluronidase activity, and the reported 
results of its use in acute rheumatism are quoted. The 
author reports favourable results in a few cases resistant 
to salicylates. R. Crawford 


| 


Traumatic Surgery and Orthopaedics © 


827. Tocopherol Administration to Patients with 
Dupuytren’s Contracture. Effect on Plasma Tocopherol 
Levels and Degree of Contracture 

J. E. Kirk and M. Cuierri. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N. Y.] 80, 565-568, Aug.—Sept., 1952. 1 fig., 8 refs. 


The favourable effects of tocopherol (vitamin E) in 
cases of Dupuytren’s contracture were first reported by 
Steinberg (Med. Clin. N. Amer., 1946, 30, 221). Since 
then conflicting reports on its value have appeared. The 
present investigation was carried out at the St. Louis 
City Infirmary Hospital (Washington University School 
of Medicine), on 26 contracted hands in 14 men and 
5 women whose mean age was 74 years. A daily dose 
of 300 mg. of pL-alpha-tocopherol acetate was given for 
300 days and the patients were kept under observation 
for a further 350 days. 

The degree of contracture was measured by means of 
plaster casts of the hands made under standard con- 
ditions. Two measurements were chosen—the degree 
of concavity of the palm, and the angle between the fifth 
finger and the direction of the palm. The latter was 
measured directly, the former indirectly by filling the 
palm with sand and measuring its cubic capacity. The 
average plasma tccopherol level before treatment was 
0-55 mg. per 100 ml. compared with a mean normal 
value of 1-02 mg. per 100 ml. previously determined for 
this age group. After 300 days’ treatment the mean value 
had risen to 1:37 mg. per 100 ml., and 215 days after 
stopping treatment it had returned to its original level. 

In no case of moderately severe contracture did the 
treatment result in disappearance of the extension defect 
of the fingers. However, a definite improvement was 
noted, and in 23 of the 26 cases the palmar concavity 
became less marked, although on the whole this moderate 
degree of objective improvement was not noticed by 
the senile patients. These findings thus support the 
contention that tccopherol has a beneficial effect on 
Dupuytren’s contracture, though the response was 
limited ; this may have been due to the advanced age of 
the patients, as Thomson (Brit. med. J., 1949, 2, 1382) 
has reported much better results in younger patients with 
disappearance of the contracture in some cases. 

[It appears that there may be two or more responsible 
factors in the causation of Dupuytren’s contracture. In 
the senile patient and the patient with coronary throm- 
bosis who develops the lesion in the left hand the cause 
appears to be vascular, which may explain the limited 
response in elderly patients with an avascular, fibrous 
palm. An investigation of a group of younger patients, 
carried out with the same accuracy as that reported here, 
is still required to establish the claims for the efficacy of 
tocopherol therapy, which most observers of limited 
numbers of cases consider to have been overstated.] 

J. G. Bonnin 


TRAUMA 


828. Diagnosis and Surgical Treatment of Fractures of 
the Orbit 

D.H. ANTHONY. Transactions of the American Academy 
of Ophthalmology and Otolaryngology [Trans. Amer. 
Acad. Ophthal. Otolaryng.] 56, 580-587, July—Aug., 1952. 
3 figs. 


Orbital fractures are best treated with the intramaxillary 
pressure balloon, especially if they are recent and asso- 
ciated with displacement. Displacement of the orbital 
floor due to fracture creates room for the orbital contents, 
the greatest space being in the region of the posterior 
half of the globe. The amount of enophthalmos and 
diplopia present following old healed depressed fractures 
of the orbital floor may not indicate the extent of the 
displacement caused by the fracture. Early reduction 
of an orbital fracture may also prevent the permanent 
occlusion of the lacrimal duct. S. J. H. Miller 


829. A New Local Treatment of Burns 

D. S. J. CHoy and W. E. Wenpt. United States Armed 
Forces Medical Journal [U.S. armed Forces med. J.] 
3, 1241-1255, Sept., 1952. 9 figs., 10 refs. 


Most modern techniques of local burn therapy involve 
the use of an ointment-gauze dressing and a pressure 
bandage. These methods are unsuitable for large-scale 
use since: (1) the dressings are bulky and require much 
storage space; (2) they have to be resterilized periodic- 
ally; (3) their application requires a fairly high level of 
training and is time-consuming; (4) they are poorly 
adapted to certain parts of the body; and (5) inspection 
of the lesions is not possible without removal of the 
dressing. The open-air method is equally unsuitable for 
use in treating large numbers of patients, as loss of tissue 
fluid is unrestricted, swelling is uncontrolled, and trans- 
port of the patient is difficult. An attempt has therefore 
been made to develop an occlusive dressing which can 
be sprayed on the burns. For this purpose a clinically 
inert, non-toxic, adherent, elastic, and transparent plastic 
was sought, and experiments carried out with a solution 
of polyvinyl chloride acetate copolymer in ethyl acetate, 
using “‘an ordinary paint sprayer” for application of 
this substance to the burn. 

The plasticity of the substance was tested by spraying 
the hands of normal subjects, who wore the plastic 
** glove ’’ so formed while carrying on with their everyday 
life. The glove proved to be adherent and to remain 
elastic and flexible for 24 hours: it was waterproof, yet 
sufficiently permeable to water vapour to allow sweat to 
escape. In experiments on pigs an arbitrary burn 
pattern was produced by the use of a blow-lamp and 
an asbestos shield on the rump of the anaesthetized 
animals. Third-degree burns were produced involving 
20°, of the body area, and the plastic dressing was 
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sprayed on 10 minutes later. The solvent evaporated 
in 15 to 20 seconds, leaving behind a film 2 to 3 mm. 
thick. The open-air method was used for the treatment 
of control animals. It proved impossible to protect the 
plastic dressing in any way, yet in spite of rough treat- 
ment and chewing by the animals it remained intact for 
an average of 3 days; by the 7th day 35% of the burned 
area was exposed. In most cases complete recovery 
with moderate scar formation was achieved in 24 to 37 
days from the infliction of the burn. Of the 8 treated 
pigs, one died on the 8th day from lobar pneumonia 
and another on the 28th day from metatastic sepsis. 
Of 3 control pigs, one recovered, one died on the 8th 
day from burn toxaemia, and one on the 28th day from 
bronchopneumonia. 

The following advantages are claimedf or this method: 
(1) it is time-saving; (2) it is applicable by relatively 
untrained personnel; (3) the dressing is adaptable to all 
parts of the body, facilitates transport, and is flexible, 
transparent, impermeable to bacteria, and non-toxic; 
(4) local electrolyte loss is reduced; and (5) storage 
problems are minimized. Adequate systemic therapy 
with fluids and electrolytes, antibiotics, and analgesics 
must, of course, take preference over any form of local 
therapy, but it is suggested that this method may prove 
useful in the treatment of mass casualties. 

[Memories of unfortunate experiences with tannic 
acid must cross the mind of many who read this article. 
Unfortunately there is not sufficient detailed information 
to enable accurate comparisons to be made. No mention 
is made of adhesion of the material to the burnt area. 
The burns were of the third degree and would probably 
remain sterile for some time, whereas the dressing was 
applied 10 minutes later, which is earlier than would be 
achieved in most accident cases. The results in the 
experiments reported are impressive, but more detailed 
experimentation with second-degree burns is necessary 
in order to assess the potential usefulness of the dressing 
in human subjects. However, even if the dressing has 
defects as a permanent method, the facility of its applica- 
tion might justify its use as an emergency in the mass 
treatment of burns in casualties awaiting evacuation 
for definitive treatment.] J. G. Bonnin 


830. Terramycin Therapy in Burns 

H. D. Ritcuie and A. B. WALLACE. Antibiotics and 
Chemotherapy [Antibiot. and Chemother. 2, 394-398, 
Aug., 1952. 13 refs. 


Terramycin is an antibiotic obtained from Strepto- 
myces rimosus. It has a wide bacterial spectrum and 
in the treatment of burns its action against strains of 
Staphylococcus aureus, Streptococcus pyogenes, Bacterium 
coli, Klebsiella pneumoniae, and Pseudomonas aeruginosa 
is of importance. It has little or no action against 
Proteus vulgaris. 

In the study reported here the drug was given to 50 
consecutive burnt or scalded children admitted to the 
Royal Hospital for Sick Children, Edinburgh. Children 
below 3 years of age received 250 mg.; those between 
3 and 6 years of age were given 375 mg.; and those 
between 6 and 12 years 500 mg.: in every case the dose 
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was given orally and 6-hourly for 5 days. In some 
cases it was added to an intravenous infusion without 
any reactions occurring. The antibiotic, either as the 
elixir or in gelatin capsules, was taken without difficulty 
by the children. Toxic effects occurred in 11 cases (22°%). 
Of these, 9 patients had nausea and vomiting, which was 
successfully treated with 10 gr. (0-65 g.) of sodium 
bicarbonate 10 minutes before each dose of terramycin 
in 7 cases, whereas in the other 2 cases vomiting con- 
tinued and terramycin had to be stopped. Two other 
patients developed a generalized morbilliform rash on 
the third day, but the rash faded within 48 hours without 
exfoliation and no papular stage was seen. Looseness 
of the stools was present in most cases. Blood serum 
levels of the drug were determined in 30 children. These 
varied between | jg. and 20 yg. per ml. (average 5-5 jg. 
per ml.). Urine assays on 18 patients gave figures ‘of 
90 to 1,000 xg. per ml. (average 450 xg. per ml.). 

The majority of the burns were superficial, but in a 
few cases they were deep, the most extensive involving 
22% of the body surface. Blisters were snipped and the 
burnt area of surrounding skin cleaned with cetrimide 
(12%). The burn was then washed with sterile normal 
saline solution and dried. No local powder was applied, 
and the burns were exposed to the air of the ward; the 
average healing time was 27 days. A positive bacterio- 
logical report was obtained in 71°, of the cases. Staph. 
aureus was the commonest pathogen, followed in de- 
creasing order by Strep. haemolyticus, Staph. albus, 
Bact. coli, K. pneumoniae, and Strep. faecalis. Proteus 
vulgaris was grown from the surface of two burns, and 
Ps. aeruginosa from one, but infection with these organ- 
isms was not seen. 

The authors conclude that owing to the breadth of its 
bacterial spectrum terramycin appears to be a more 
efficient prophylactic than penicillin in the treatment of 
burns and scalds. It is well tolerated by children and 
it has the advantage that it can be given orally. 

A. W. H. Foxell 


831. Macrodex and Oxygen in the Primary Treatment 
of Extensive Burns. [In English] 

L. Gein. Acta Chirurgica Scandinavica [Acta chir. 
scand.] 103, 351-362, 1952. 9 figs., 37 refs. 


The treatment of shock in cases of extensive burns is 
the treatment of diminished blood volume; the author 
has found that *“* macrodex *’, produced by hydrolysis of 
crude dextran, is as good as, if not better than, whole 
blood, plasma, or solutions of electrolytes for this pur- 
pose, and its use obviates the risk of serum reactions. 

The rationale of the treatment of burns with macrodex 
and oxygen in high concentration is explained, the 
primary aim being “to combat pain, shock, haemo- 
concentration, and hypoxia as soon as possible”. In 
addition to its osmotic effect, macrodex is thought to 
diminish the tendency of erythrocytes in the damaged 
area to form aggregations which may give rise to miliary 
embolism and thrombosis. 

The author describes his plan of treatment and gives 
a table showing the quantities of macrodex which should 
be administered when different percentages of body 
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surface are burned. Treatment with 100% oxygen in a 
closed tent is started as soon as possible, and water is 
given by mouth. The output of urine is estimated daily; 
it is pointed out that though the specific gravity of the 
urine is always high during the infusion of macrodex, 
this is no indication of water depletion. Macrodex does 
not contain any protein and a high-protein diet should 
therefore be given. 

Of 128 patients with extensive burns who were treated 
with macrodex and, in the more recent cases, with 
oxygen at the Centrallasarettet, Grebro, Sweden, during 
the 5-year period 1946-50, 4 died. The author claims 
that reactions are rare, and that his plan of treatment is 
effective, simple to administer, and can be started at 
once. K. H. Taylor 


PHYSIOTHERAPY 


832. Rehabilitation of the Disabled Housewife 
F. S. Cooksey. Annals of Physical Medicine [Ann. phys. 
Med.) 1, 120-125, Oct., 1952. 4 figs. 


Much progress has been made in the rehabilitation, 
vocational training, and resettlement of the handicapped 
child and industrial worker, but little has been done to 
help the disabled housewife, whose work “ is one of the 
most important industries in the country”. The author 
outlines a plan for adoption by departments of physical 
medicine in retraining the disabled housewife. The 
ordinary activities of daily life, such as dressing and 
feeding, are practised in the department under super- 
vision, with adaptation of clothing and the use of special 
appliances when necessary. Later, domestic retraining 
is given with the aid of a special kitchen unit so designed 
that it can be adjusted to the patient's disability. The 
unit which is in use at King’s College Hospital, London, 
is described in full. Retraining includes cooking, the 
most essential domestic duty, washing and ironing, and 
(especially for people living alone) bed-making. It is 
suggested that coal fires should be replaced by gas or 
electric fires and cleaning be left to the domestic help. 
The occupational therapist visits the patient’s home to 
offer advice on the alterations needed and the almoner 
secures the help as needed of the landlord, local authority, 
or hospital workshop in carrying them out. 

The plan enables the physical medicine department to 
cooperate with the welfare department and the voluntary 
associations in rehabilitating the disabled housewife. 

M. H. L. Desmarais 


833. Studies of the Effect of Massage on the Flow of 
Lymph from the Foreleg of the Dog 

M. P. Lapp, F. J. Kotrke, and R. S. BLANCHARD. 
Archives of Physical Medicine [Arch. phys. Med.] 33, 604- 
612, Oct., 1952. 9 refs. 


An experiment is described in which the lymph flow 
from the fore limbs of 17 anaesthetized dogs was col- 
lected by a cannula in the main lymph channel after the 
application of massage, passive motion, and electrical 
stimulation to the limb. Massage consisted of effleurage, 
pétrissage, and joint friction, the passive movements 
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simulated slow running, and electrical stimulation was 
by an intermittent sinusoidal current producing isometric 
muscle contractions. Each treatment was given for 10 
minutes, with 10-minute rest periods in between, and the 
experiment was repeated several times. 

It was shown that the most effective method of in- 
creasing the lymph flow was massage, and that electrical 
stimulation was the least effective. The results varied 
very little with alteration in the sequence of procedures. 
Also, after infusion of intravenous Ringer's solution, 
although the flow rate of lymph was increased, the 
relative effectiveness of the methods remained unchanged. 
The physiology of lymph flow is discussed in detail, with 
an added reference to the role of the lymph in transport- 
ing metabolic products in normal and abnormal con- 
ditions. The clinical applications and importance of 
massage for the oedema of circulatory disturbances is 
stressed. It is interesting to note that the authors found 
that shivering was an effective method of increasing 
lymph flow [though unfortunately they did not investi- 
gate the comparative effects of the other types of muscle 
contraction]. M. H. L. Desmarais 


834. The Retraining of Urinary Bladder and Bowel 
Habit Patterns 

L. Brau, D. L. Rose, and J. J. PHitips. American 
Journal of Physical Medicine [Amer. J. phys. Med.) 31, 
386-391, Oct., 1952. 7 refs. 


Incontinence of the bowel and urinary bladder is a 
common symptom in many chronic neurological con- 
ditions. The authors outline a course of treatment by 
which, out of 77 patients, most of them suffering from 
hemiplegia, 55 (71-4%) regained full continence, 12 
(15-5%) improved, and 10 (13%) remained unaltered. 

The function and nerve supply, which is derived from 
the autonomic nervous system, of the bladder and lower 
bowel are closely related, and the problems of disturb- 
ances of function of both may be studied together. 
The mechanisms of normal evacuation are discussed. 
The general programme is to establish a strict daily 
routine with emptying of the bladder before each treat- 
ment session to establish an automatic subconscious 
habit. Patients receive prescribed treatments in physical, 
corrective, occupational, and educational therapy during 
morning and afternoon sessions. Diet and fluid intake 
are controlled to minimize irritation of the bowel and 
bladder, and fluid intake is limited if possible to a 15- 
minute period before a planned evacuation. Medication 
is given so that any diuretic effect it may have coincides 
with this routine. In patients receiving drugs such as 
digitalis the programme may have to be replanned. The 
authors found no specific drug which had any effect on 
incontinence. 

Physical measures include voluntary exercising of the 
sphincters and general exercises. The latter have been 
found to decrease the urinary flow, and confinement to 
bed to increase it. Many of these patients undergo 
some intellectual deterioration and readily give up the 
struggle to be independent. The patient should be 
encouraged to have a positive outlook, and treatment is 
mainly by common-sense psychiatry ”’. 

M. H. L. Desmarais 


Neurology and Neurosurgery 


835. Electrophysiological Studies of Reflex Activity in 
Patients with Lesions of the Nervous System. I. A 
Comparison of Spinal Motoneurone Excitability follow- 
ing Afferent Nerve Volleys in Normal Persons and Patients 
with Upper Motor Neurone Lesions 

J. W. MAGLADERY, R. D. TEASDALL, A. M. Park, and 
H. W. LANGuTH. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.] 91, 219-244, Oct., 1952. 
17 figs. 


This is the first of four communications from the Johns 
Hopkins Medical School, Baltimore, in which are 
reported the results of testing spinal motor nerve-cell 
excitability in normal persons and in patients with neuro- 
logical disease [see Abstracts 836-8]. 

The procedure followed was similar in all the four, 
investigations, the subjects being 26 healthy volunteers 
and 50 patients of comparable age with signs of upper 
motor-neurone damage at various levels. Electrical 
stimulation of mixed peripheral nerves was performed as 
previously described by some of the authors, and paired 
skin-electrodes over the corresponding muscles were used 
for study of the reflex responses by cathode-ray oscillo- 
scope. The monosynaptic H reflex to calf-muscles from 
low-intensity stimulation of fibres in the posterior 
tibial nerve was studied, and motor nerve-cell excitability 
was also tested by single liminal afferent volleys applied 
at various intervals either after previous percussion of 
the muscle tendons or after electrical stimulation of 
afferent nerve fibres from the muscle. Similar investi- 
gations were carried out on the peroneal, plantar, 
median, radial, and ulnar nerves and their innervated 
muscles. 

In the first study the authors compared spinal motor- 
neurone excitability in normal persons and in patients 
with upper motor-neurone lesions at various levels in 
the cerebral hemisphere, bulb, and spinal cord. Little 
difference was found in spinal motor-neurone excitability 
in the two groups as revealed by solitary volleys; when, 
however, the central nervous system had previously been 
subjected to low-threshold afferent volleys from the peri- 
phery, striking differences in the recovery patterns of 
excitability appeared between the two groups. In normal 
subjects there was a considerable depression of the H 
reflex after an initial facilitation, so that when the con- 
ditioning and stimulus responses were separated by 
intervals of 40 to 125 milliseconds this ** early ’’ depres- 
sion was complete, and continued over intervals of 200 
or more milliseconds. If the initial stimulus was 
stronger in the lower limb, a secondary or “* late ’’ depres- 
sion occurred after intervals of about 600 milliseconds. 
in the patients with upper motor-neurone lesions recovery 
from ‘* early *’ depression was much more rapid and 
started consistently earlier. These observations cannot, 
however, be strictly interpreted in terms of clinical 
iindings. Although those patients with most pro- 


nounced hypertonus and hyperreflexia usually showed 
the least depression, this was not always so. In some 
cases, particularly those with a high degree of spasticity 
and/or hyperreflexia, early and late depressions were 
somewhat similar to those found in normal persons. 
In other cases, with little or no increase in tone, excita- 
bility recovered very early and total depression was 
much less. The site of the upper motor-neurone lesion 
did not appear to be significant. 

The authors suggest that intact upper motor neurones 
exercise control of motor nerve-cell excitability to low- 
threshold afferent volleys from the periphery, probably 
in the end through spinal internuncial mechanisms. 

J. B. Stanton 


836. Electrophysiological Studies of Reflex Activity in 
Patients with Lesions of the Nervous System. II. Dis- 
closure of Normally Suppressed Monosynaptic Reflex 
Discharge of Spinal Motoneurones by Lesions of Lower 
Brain-stem and Spinal Cord 

R. D. TEAsDALL, A. M. Park, H. W. LANGuTH, and 
J. W. MaGiapery. Bulletin of the Johns Hopkins 
Hospital {Bull. Johns Hopk. Hosp.| 91, 245-256, Oct., 
1952. 8 figs. 


Although patients with upper motor-neurone damage 
show certain clinical features in common, nevertheless 
there are usually differences which may suggest damage 
either higher or lower in the ‘neuro-axis, flexor and 
extensor spasms, for instance, being commoner with 
lower lesions. In view of this and of the importance 
attributed by. physiologists to the extrapyramidal system 
in production of spasticity, attempts were made by the 
authors to determine whether there was any difference in 
motor-neurone excitability, as assessed by the method 
described in the first paper (Abstract 835), between 
patients with signs of upper motor-neurone damage below 
the pons on the one hand, and above the pons on the 
other. 

In those patients in whom the upper motor-neurone 
damage was assumed to be due to a lesion in the lower 
brain stem or spinal cord, low-threshold responses to 
afferent volleys in the appropriate nerve trunks, having 
all the characteristic features of an H reflex, were en- 
countered in certain distal muscle groups, such as the 
antero-lateral muscles of the leg or the hypothenar 
muscles, in which such responses did not occur—that is, 
they were completely suppressed—in normal persons and 
patients with upper motor-neurone damage due to lesions 
above the pons. In possible explanation of this lowered 
threshold the authors draw an analogy with the spino- 
mechanism 
in animals, but suggest that factors other than the de- 
struction of such pathways may be more important in 
determining spasticity and hyperreflexia in man. 

J. B. Stanton 
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837. Electrophysiological Studies of Reflex Activity in 
Patients with Lesions of the Nervous System. III. Moto- 
neurone Excitability following Afferent Nerve Volleys in 
Patients with Rostrally Adjacent Spinal Cord Damage 
H. W. LaNnGuTH, R. D. TEASDALL, and J. W. Maa- 
LADERY. Bulletin of the Johns Hopkins Hospital (Bull. 
Johns Hopk. Hosp.] 91, 257-266, Oct., 1952. 7 figs. 


The possibility that damage to propriospinal integra- 
tive mechanisms might be an important factor in the 
production of spasticity and hyperreflexia led the authors 
to investigate the motor-neurone excitability in patients 
with evidence of spinal-cord damage in the segments 
rostrally adjacent to that tested. The patients were 
mostly suffering from disseminated sclerosis or more 
discrete (traumatic) lesions at various cord levels. In 
the cases of rostrally adjacent or diffuse spinal disease 
the thresholds of motor-neurone cells for monosynaptic 
discharge were similar to those in cases of more remote 
lesions, and facilitation and “early *’ depression were 
identical with those in normal persons and other groups 
of patients. Following conditioning volleys, however, 
“late depression did not appear (see Abstract 836). 
The authors bring evidence to show that this effect was 
not likely to be due to interference with antagonistic 
inhibitory arcs through Group-l fibres, and suggest that 
it may have been due to interruption of a propriospinal 
suppressive mechanism, normally activated by low- 
threshold volleys and situated in the adjacent regions of 
the cord. They recall relevant studies in the cat by 
Lloyd and McIntyre (J. Neurophysiol., 1950, 13, 39), and 
suggest that further animal investigations may throw 
more light on propriospinal suppressive mechanisms. 

J. B. Stanton 


838. Electrophysiological Studies of Reflex Activity in 
Patients with Lesions of the Nervous System. IV. A 
Note on the Tendon Jerk 

R. D. TeaspALLt, H. W. LANGUTH, and J. W. MacG- 
LADERY. Bulletin of the Johns Hopkins Hospital [Bull. 
Johns Hopk. Hosp.) 91, 267-275, Oct., 1952. 6 figs., 
bibliography. 


In this contribution certain aspects of the tendon- 
reflex in man have been investigated and some incon- 
sistencies revealed in the assumption hitherto generally 
made that the tendon-jerks depend solely on mono- 
synaptic reflex arcs activated by impulses in afferent 
fibres of lowest threshold. It was found that recovery 
of motor-neurone excitability following a tap on the 
tendon with a percussion hammer was different from that 
after a low-threshold afferent volley. After even a slight 
tendon tap a prolonged depression was produced, which 
could not be produced by electric shocks unless they were 
of such intensity that many more fibres than those of 
Group I were excited. In other cases, although low- 
threshold myotatic reflex discharge from finger-flexor 
muscles was suppressed, good, brisk tendon-reflex 
responses occurred. 

The authors feel that these inconsistencies suggest that 
other mechanisms are involved in the tendon-jerk besides 
low-threshold monosynaptic arcs. Even when low- 
threshold afferent fibres are damaged by disease the 
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responses to stretch may still be brisk, and the inference 
is drawn that other unidentified afferent pathways may 
be important in reflex responses to brief stretch. 

[The implications of these four papers will be of great 
interest not only to neurophysiologists but also to clinical 
neurologists. ] J. B. Stanton 


839. Effects of Cortisone in Myotonia Atrophica 
R. W. Barris and H. D. SrrassMan. Neurology 
[Neurology] 2, 496-500, Nov.—Dec., 1952. 14 refs. 


Cortisone acetate has been administered orally and 
intramuscularly to 6 cases of myotonia atrophica in daily 
doses of 100 to 250 mg. During cortisone therapy there 
was noted a reduction in the myotonic contraction of 
muscles, a decreased 24-hour urinary excretion of 17- 
ketosteroids, and a fall in urinary creatinine excretion. 
Incidental observations include increased growth of 
scalp, facial and body hair, and increased sense of well- 
being.—[Authors’ summary.] 


840. Trapezius Paralysis following Minor Surgical 
Procedures in the Posterior Cervical Triangle. Results 
following Cranial Nerve Suture 

B. WoopHALL. Annals of Surgery [Ann. Surg.) 136, 
375-380, Sept., 1952. 4 figs., 14 refs. 


The superficial course of the spinal accessory nerve in 
the posterior triangle of the neck makes it particularly 
susceptible to accidental injury during operations in this 
region. The author has encountered 8 cases of acci- 
dental surgical injury to the accessory nerve in the past 
14 years, 4 of the cases following lymph-node biopsy 
and 4 removal of a tumour which was called a cyst. 
All patients complained of generalized shoulder-girdle 
and arm weakness, inability to abduct the affected arm 
above 90 degrees, and some type of subjective sensory 
disturbance. This complaint varied from that of a 
pulling sensation in the region of the operation scar in 
one patient to generalized aching in the arm and shoulder 
in 4 patients; all, however, observed progressive wasting 
in the affected trapezius. Three patients complained of 
ipsilateral occipital numbness, a symptom not previously 
mentioned in the literature. 

Examination revealed atrophy of the upper third of 
the trapezius, with sagging and weakness of elevation of 
the shoulder. The scapula was rotated downwards and 
outwards, but did not wing on forward flexion of the 
arm, as in the case of serratus anterior paralysis. There 
was variable weakness of the arm muscles, probably from 
disuse secondary to shoulder-girdle instability. In 3 
patients there’ was sensory loss in the C 2 and C 3 der- 
matomes. 

In 4 of the 7 cases in which the nerve injury was 
explored the nerve was found to be divided and end-to- 
end anastomosis was performed; in 3 cases electrical 
stimulation revealed intact nerve compressed by scar 
tissue, and neurolysis was carried out. The nerve repair 
was performed 6 weeks to 12 months after injury, and 
in these few cases no significant difference was noted in 
the results. Follow-up examination of 6 of the patients 
showed that in all the primary disability of loss of 
abduction of the arm had been corrected: 3 patients in 
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whom neurolysis was carried out had regained full 
muscle mass; and in the 3 cases in which suture was 
effected minimal atrophy remained and the characteristic 
lateral rotation of the scapula could be seen. All the 
patients were able to resume their normal occupations. 
J. V. Crawford 


841. Familial Autonomic Dysfunction 

C. M. Ritey. Journal of the American Medical Asso- 
ciation [J. Amer. med. Ass.) 149, 1532-1535, Aug. 23, 
1952. 1 fig., 7 refs. 


A syndrome is described of which the main features 
are defective lacrimation—that is, failure to produce 
tears in normal amount when crying—excessive perspira- 
tion, erythematous blotching of the skin, intermittent 
hypertension, and relative indifference to pain. It is 
suggested that this represents a distinct clinical entity. 
The author has now collected 33 cases, including 5 which 
he described in 1949 (Riley er al., Pediatrics, 3, 468) and 
in most of them the patients were of Jewish extraction. 
The syndrome is often seen in close relatives of affected 
patients, and is presumed to be due to some genetically 
determined disorder of the central nervous system. 

Harry Harris 
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842. Subacute Sclerosing Leuco-encephalitis. (Uber 
die subakute sklerosierende Leuko-enzephalitis) 

K. WEINGARTEN and F. SEITELBERGER. Wiener Zeit- 
schrift fiir Nervenheilkunde |Wien. Z. Nervenheilk.] 6, 65— 
90, Sept., 1952. 12 figs., 40 refs. 


In this study from the University Neurological Clinic, 
Vienna, 3 almost identical cases of subacute sclerosing 
leuco-encephalitis are subjected to a detailed analysis. 
The classification of these atypical sporadic forms of 
virus encephalitis has only recently been reduced to some 
sort of order by the isolation by different observers of 
certain disease patterns which appear to justify their 
being considered as well-defined clinical entities. 

The features of the 3 cases presented here are very 
similar to the subacute sclerosing leuco-encephalitis first 
described and named by van Bogaert and his school at 
Antwerp in 1938 and more fully in 1945 [see Abstract 
843]. The disease manifested itself in each case in early 
youth and started during the late summer. It was sub- 
acute in its origin, developing progressively without any 
remissions, with gradual decay of intellectual power and 
severe psychic changes. There were aphasic, apractic, 
and agnostic disturbances and epileptic manifestations, 
especially of the Jacksonian type; various hyperkinetic 
disturbances such as choreiform and athetoid movements 
and myoclonus were also seen, but later tonic spasm 
preponderated causing opisthotonus and rigor of the 
entire body musculature. Finally, the patient passed 
into a state resembling decerebrate rigidity. 

Features of special importance were the slightness of 
the pyramidal damage, the severe cachexia in spite of 
the good amount of nourishment taken, the variable 
rises in temperature, especially at the beginning but 


returning to normal at the end of the disease, the normal 
blood picture, the complete absence of stupor, eye 
disturbances or Parkinsonism, and the slight increase 
of cells and albumin in the cerebrospinal fluid. There 
were marked alterations in the electroencephalogram, 
notably a great disturbance in rhythm and, instead of 
the «-waves, very slow waves with all leads, while with 
the basal lead periodic wave-complexes appeared which 
synchronized with the spasms and consisted of a diphasic 
wave followed by a series of very slow and irregular 
waves. The disease lasted in these 3 cases from 5 to 10 
months with a fatal termination. The possibility that 
the disease was grafted on to a brain injury in early 
childhood could not be ruled out clinically, though no 
evidence of any such brain damage was forthcoming 
post mortem. The differential diagnosis is chiefly from 
infantile forms of dementia, juvenile epilepsy, space- 
filling cerebral lesions, and the various other forms of 
encephalitis. 

The intracranial changes observed at necropsy are 
described in great detail. Some of the characteristic 
points were: a massive, widespread, lympho-plasmocytic 
perivascular infiltration, widely diffused throughout both 
hemispheres, but less in the cerebellum and brain stem; 
the grey matter was equally affected with the white, the 
thalamus being severely involved: a marked inflamma- 
tory reaction of the meninges with plasma-cell infiltra- 
tion of the hyperaemic pial vessels: the plasma cells 
infiltrating the vessels and tissues were abnormal, hyper- 
trophied, and deformed and showed inclusions resembling 
mulberry cells or Russell’s bodies; necrotic foci in 
the thrombosed vessels of the brain stem: serous in- 
flammatory changes in the cerebellum associated with 
fine-grained calcium deposits in and around the vessel 
walls; the absence of the inclusion bodies characteristic 
of Dawson’s inclusion-body encephalitis. The findings 
agreed in general very closely with those originally 
detailed by van Bogaert and later authorities. They 
enable the difficult differential diagnosis from the other 
forms of virus encephalitis to be made with a considerable 
degree of accuracy on histological and pathological 
grounds, though many authorities hold that this condition 
has the same cause as the other forms of panencephalitis, 
that it represents only one variety of a well-known disease 
modified by the age of the patient at its onset, and that 
the question of its aetiology can be settled, and accurate 
differential diagnoses made, only when greater progress 
has been made in virus research. D. P. McDonald 


843. A New Type of Subacute Sclerosing Leuco- 
encephalitis. (Sur une leucoencéphalite sclérosante sub- 
aigué) 

L. vAN BoGaERT. Revue Neurologique [Rev. neurol.} 
87, 1-25, 1952.. 12 figs., 18 refs. 


This paper is a further description, almost entirely 
histopathological, of a new and distinct type of de- 
myelinating disease which the author has called ‘* sub- 
acute sclerosing leuco-encephalitis *’, and in it he attempts 
to place it in relation to the diffuse scleroses. 

The group of cases studied are characterized by a 
diffuse demyelination, mainly of the posterior centrum 
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ovale, without clearly defined boundaries, suggesting a 
toxic or paratumoral oedema. The demyelination is 
accompanied in a certain number of cases by a fatty 
degeneration also resembling the above conditions. 
There is no resemblance to the cases described in the 
literature as diffuse inflammatory sclerosis’ and the 
author points out that it was incorrect to include his 
first observation in 1938 under that heading. 

The author states that the clinical picture has been 
remarkably constant in its evolution and should permit 
a sure diagnosis to be made when it is typical, but the 
condition cannot be differentiated clinically from sub- 
acute inclusion encephalitis (Dawson). [The clinical 
symptoms were previously described by the author (J. 
Neurol. Neurosurg. Psychiat., 1945, 8, 101) as follows: 
epilepsy with clonic movements and complex hyper- 
kinesiae, choreiform, hemiballismic, and torsion spasm. 
Mental deterioration with agnosia, apraxia, and aphasia. 
Rigidity approximating to decerebrate rigidity. Absence 
of increased intracranial pressure, an almost normal 
cerebrospinal fluid, and a fatal evolution in from 3 to 
6 months.] 

The author does not think that the presence or absence 
of inclusion bodies is alone enough to distinguish the 
leuco-encephalitis from inclusion encephalitis, but the 
clinical and anatomical similarity does not presuppose 
an identical aetiology. Only the discovery of the aetio- 
logical agent, if it is not of non-specific allergic origin, 
will allow the differentiation to be made. 

[It is impossible to summarize the histological de- 
scriptions which comprise the main part of the paper, and 
for these the original must be consulted.] 

J. MacD. Holmes 


844. Experimental Studies of the Use of Radioactive 
Silver in the Diagnosis of Brain Abscess. (Experimentelle 
Studien iiber die Verwendung von radioaktivem Silber 
zur Diagnose von Hirnabszessen) 

K. BuriAN and D. HOFMAN-CREDNER. Wiener Zeit- 
schrift fiir Nervenheilkunde [Wien. Z. Nervenheilk.] 6, 26- 
33, Sept., 1952. 4 figs., 4 refs. 


These studies from the University of Vienna were 
prompted by the work of West and his co-workers 
(Amer. J. Roentgenol., 1950, 64, 831), who had shown 
that a staphylococcal infection in one leg of an experi- 
mental animal will take up and store silver from radio- 
active silver nitrate injected into the opposite leg. The 
present researches were carried out to ascertain whether 
the results obtained by West might prove helpful in 
establishing earlier diagnosis, and consequently better 
prognosis, of brain abscess in man. 

Radioactive silver (11°Ag) was employed, as its long 
half-life of 225 days enables extended series of tests to 
be conveniently carried out; it was supplied by the 
British Atomic Research Station, Harwell, and injec- 
ted as silver nitrate solution, the dosage used having 
radiation intensity of 4:5 yc. The animals used were 
seven 8- to 12-month-old cats, 6 others acting as controls. 
An abscess was induced in the left frontal lobe, after 
trephining, by means of oil of turpentine and spirits of 
camphor. When after 3 or 4 days the abscess became 


purulent the carotid arteries and jugular veins were 
exposed on both sides under ether anaesthesia and 
cannulae were inserted—in one group of animals into 
the right carotid and left jugular, and in the other into 
the left carotid and right jugular. In one group the 
silver nitrate was injected into the artery which was 
homolateral with the abscess, and in the other group 
into the contralateral artery. From the moment of 
injection of the isotope, blood was drawn in drops at 
30-second intervals from the opposite jugular vein, 
and allowed to fall into a hollow-ground glass slide 
where, after drying, the radiation intensity was measured 
with a Geiger counter. This process was continued at 
intervals for 15 to 20 minutes, and repeated after 5 days. 
The animal was then killed, the brain removed, tested 
for radioactivity, and finally sectioned and autoradio- 
graphed. The same procedure was followed with the 
control animals. 

There was found to be a characteristic difference in 
radioactivity between the arterial and venous blood, 
indicating that there was storage of !!°Ag within the 
skull and most probably in the brain abscess. Interesting 
comparative curves of the radioactivity in the blood of 
the jugular vein in the animals with abscess and the 
controls are given. These were so constant and so nearly 
identical within each group that from them alone the 
experimental animals could be distinguished from the 
controls. The affected hemisphere tested after removal 
showed intense radioactivity, and autoradiography by 
the method of Belanger and Leblond (Endocrinology, 
1946, 39, 8) demonstrated that the radioactive silver was 
deposited only in the immediate neighbourhood of the 
abscess. 

The authors end by suggesting that though these 
experiments deal only with the question of storage, it is 
easy to see that the effect in man of silver in some less 
toxic form, possibly as colloidal silver, requires investi- 
gation. Whether silver has definite advantages over 
phosphorus, calcium, and sodium must also be cleared 
up by further research. However, they conclude from 
the results obtained in cats that the same methods, 
suitably modified, provide the basis of a technique for 
the employment of isotopes in the diagnosis of brain 
abscess in man. D. P. McDonald 
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845. Disturbances of Consciousness with Lesions of the 
Brain-stem and Diencephalon 

H. Cairns. Brain [Brain] 75, 109-146, June, 1952. 
2 figs., bibliography. 


In this Victor Horsley Memorial Lecture delivered at 
University College Hospital, London, in December, 1949, 
the author points out that with the advance of neuro- 
surgery into the interior of the brain, reorientation of 
our ideas concerning the anatomical basis of conscious- 
ness has become necessary. At one time consciousness 
was believed to be a function of the cerebral cortex, but 
over the last 30 years evidence has appeared which 
suggests that the basal ganglia and mid-brain play an 
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important part. As an indication of the degree of con- 
sciousness possible at the level of the brain-stem and 
thalamus, the reactions of anencephalic and hydro- 
cephalic monsters are considered. When these survive 
for a sufficiently long period they sleep and wake, and 
react to the stimuli of hunger, light, and sound; they 
may also show evidence of emotional response and utter 
crude sounds. There is thus here a kind of consciousness 
in which the cortex does not participate. The disturb- 
ance of consciousness caused by lesions of the brain-stem 
and thalamus is a loss of this crude awareness, as in 
petit mal, hypersomnia, or deep, sustained coma, and it 
therefore seems that crude consciousness depends upon 
the integrity of nervous pathways in these regions. The 
author emphasizes, however, that just as the occurrence 
of motor paralysis as a result of lesions of the brain-stem 
provides no justification for the conclusion that it is the 
site of the highest level of motor activity, there is likewise 
no indication that the highest levels of consciousness 
depend wholly upon neural mechanisms in the brain- 
stem. 

The present study is based essentially upon the analysis 
of disturbances of crude consciousness occurring in 
verified cases of tumour of the brain-stem and third 
ventricle treated at the Radcliffe Infirmary, Oxford. 
Tumours compressing the upper three cervical segments 
of the cord were not associated with loss of consciousness 
in 9 cases observed, although in one such case in which 
the medulla oblongata was also involved coma did occur. 
Out of 32 cases of tumours of the lower brain-stem 
(medulla oblongata and pons), coma (excluding terminal 
loss of consciousness) occurred in 21, whereas out of 50 
cases of cerebellar tumour loss of consciousness occurred 
in only 5, despite the more frequent occurrence in the 
latter of a greatly increased intracranial pressure. The 
author therefore concludes that in the former the disturb- 
ance of consciousness is mainly attributable to the in- 
volvement of the brain-stem rather than to the increased 
pressure. The loss of consciousness due to lesions of the 
lower brain-stem may be either transient or prolonged; 
it is frequently accompanied by hypotension and irregu- 
larity of the pulse, with rapid respiration and an excess 
of bronchial secretions, or sometimes slowing of respira- 
tion or even respiratory arrest. Since slowly growing 
tumours in this region do not cause unconsciousness, it 
is suggested that the change in the lower brain-stem 
required for its development must be an acute one. 

Out of 76 cases of tumours involving the upper brain- 
stem (pineal, third ventricle, and thalamus) unconscious- 
ness in some form occurred in 37. The intracranial 
pressure was more frequently raised than with lesions 
of the lower brain-stem, but again the incidence of un- 
consciousness was very much higher than in the case of 
cerebellar tumours, while the somatic accompaniments 
of unconsciousness were also quite unlike those seen in 
tumours of the posterior fossa. It is therefore concluded 
that here also it is the local lesion and not the general 
increase in intracranial pressure which causes the un- 
consciousness. Lesions of the upper brain-stem may 
cause either intermittent or continuous unconsciousness, 
the former including brief tonic fits with opisthotonus 
and attacks resembling petit mal—somatic manifestations 


being inconspicuous in both. Petit mal also occurred in 
several of the author's cases during manipulation of the 
lamina terminalis or other structures in the anterior third 
ventricular region at operation under local analgesia, 
these observations supporting the opinion of Penfield 
that this form of epilepsy may result from a lesion of 
the diencephalon. Persistent unconsciousness with 
upper brain-stem lesions may take the form of coma 
with decerebrate rigidity—which is considered to be due 
to direct interference with brain-stem mechanisms which 
maintain consciousness—or the picture may be one of 
hypersomnia, with muscular relaxation, quiet breathing, 
and an electroencephalogram resembling that of normal 
sleep, though the patient cannot be roused for any length 
of time and, when roused, may show evidence of a 
severe organic dementia. This condition is well seen in 
cases of epidermoid cyst of the third ventricle, and 
the fact that in such cases aspiration of the contents of 
the cyst quickly restores consciousness is good evidence 
of the importance of local pressure in its causation. A 
variant of hypersomnia seen in some cases is akinetic 
mutism, in which speech and movement—essentially 
cortical functions—are affected, but again may be 
restored by removal of the diencephalic compression. 
These findings suggest that there is in the hypothalamo- 
thalamic system ‘a mechanism which activates or fails 
to activate the cortex without interfering with the main 
cortico-spinal pathways ’’. Continuous unconsciousness 
associated with (and resulting from) hyperthermia, tachy- 
cardia, and tachypnoea often results from an acute 
injury to the hypothalamus. 

The author concludes that the evidence suggests that 
a state of crude consciousness is maintained by thalamic 
and brain-stem mechanisms. While the activity of a 
healthy cerebral cortex is necessary for the highest levels 
of consciousness, the basic state of wakefulness and 
crude awareness depends upon activity at lower levels. 
Extensive bilateral ablation of the frontal cortex disturbs 
only those functions (will, initiative, foresight, and 
inhibitory power) which operate at the highest level of 
consciousness, leaving crude consciousness unaffected. 
The thalamus and most portions of the cerebral cortex 
appear to be functionally inseparable, destruction of the 
thalamus producing not only the disturbances which 
follow bilateral frontal ablation, but also loss of ‘memory 
and perhaps loss of crude consciousness. The author 
suggests that the nervous network which extends from 
the thalamus down through the brain-stem and is con- 
cerned with the maintenance of crude consciousness may 
be identified with the reticular formation; according to 
the work of Magoun this is outside the main stream of 
impulses to and from the cortex, but receives through 
collaterals a proportion of all afferent and efferent 
impulses. It is suggested that damage to this network, 
or a disturbance of the normal balance of entering 
afferent impulses, might result in the various types of 
disturbance of consciousness described. 

[This excellent paper is a real contribution to the 
understanding of the anatomy of consciousness. As the 
last published work of a most distinguished surgeon, it 
strongly emphasizes the loss which we have sustained in 
his untimely death.] J. E. A, O'Connell 
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846. Korsakoff’s Psychosis Associated with Cerebral 
Tumors 

B. E. SprorFKIN and D. SciarraA. Neurology [Neurology] 
2, 427-434, Sept.—Oct., 1952. 6 figs., 11 refs. 


SPINAL CORD 


847. Role of Gelatinous Substance of Spinal Cord in 
Conduction of Pain 

A. A. Pearson. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 68, 515-529, Oct., 
1952. 7 figs., 31 refs. 


This study on the gelatinous substance of the posterior 
gray columns of the spinal cord is based primarily on 
Golgi preparations of human infants and newborn cats. 
The gelatinous substance is composed mainly of small 
multipolar neurons whose processes are limited to that 
region. The pericornual cells are large multipolar 
neurons scattered in the posterior, lateral, and medial 
margins of the gelatinous substance. Their coarse, 
freely-branching dendrites spread out in the gelatinous 
substance. The cells lying under the gelatinous sub- 
stance constitute the nucleus proprius. The cells lying 
closest to the gelatinous substance are medium-sized to 
large multipolar neurons. Their dorsally directed dend- 
rites extend into a rather narrow zone of the gelatinous 
substance. The deeper cells of this nucleus are often 
a little larger, and the spread of their dorsal dendrites 
may include the dendritic zone of several of their dorsal 
neighbors. The ventrally directed dendrites are lost in 
the adjacent gray matter. The axons of the above cells 
could not be followed for any great distance. 

Numerous fibers leave the posterior funiculus and 
Lissauer’s zone and enter the posterior gray columns. 
Many of the coarser fibers circumvent the gelatinous 
substance by passing on its medial or its lateral side. 
Some pass directly through it to reach the deeper cells 
of the posterior gray columns. Many of the finer fibers 
terminate in the gelatinous substance. Several types of 
these were observed. One type passes along the lateral 
or the medial margin of the area and then turns dorsally 
into the gelatinous substance, where it is lost. Another 
passes directly through the area and then turns dorsally 
into the gelatinous substance. Some fibers bifurcate as 
they pass ventrally. Others divide close to the dorsal 
margin and send off branches. All these fibers appear 
to give off the majority of their terminal branches in the 
ventral zone of the gelatinous substance. It is in this 
region that the dendrites of the cells of the nucleus 
proprius of the dorsal horn are most numerous. 

The evidence suggests that small pain-conducting fibers 
from Lissauer’s zone, ending in the gelatinous substance, 
relay their impulses through one or more intercalated 
neurons in this substance, to the pericornual cells and 
to the cells of the nucleus proprius, which, in turn, give 
rise to the lateral spinothalamic tract. It is unlikely that 
any fibers of the lateral spinothalamic tract arise directly 
from the small neurons of the gelatinous substance. 

Larger fibers that penetrate or by-pass the gelatinous 
substance also end in synaptic relation to neurons of the 
nucleus proprius. Some of these, at least, may be fast 


pain-conducting fibers of neurons of the first order. In 
this case the neurons of the nucleus proprius would be 
of the second order. The probability is that in fast pain 
conduction not only coarser fibers but also fewer neurons 
are involved.—{Author’s summary.] 


848. Spinal Cord and Local Signs Secondary to Occult 
Sacral Meningoceles in Adults 

J. L. Poor. Bulletin of the New York Academy of 
Medicine [Bull. N.Y. Acad. Med.| 28, 655-663, Oct., 
1952. 3 figs., 8 refs. 


Though rare, occult sacral meningocele may cause 
signs and symptoms of disease of the spinal cord in 
adults and lead to mistakes in diagnosis. From the 
Presbyterian Hospital, New York, 2 such cases are 
reported. The first patient was a woman aged 40 with 
pain and paraesthesia in the left hip and thigh following 
the birth of her first child. Her left leg had always been 
shorter and thinner than the right, but this had been 
ascribed to an attack of poliomyelitis. The leg, however, 
became weaker and began to show involuntary spasms 
with a reduction of tactile pain and temperature sensation 
over the front and back of the left thigh. The patient 
also complained of frequency of micturition. Myelo- 
graphy revealed a large meningocele in the body of the 
sacrum. The cerebrospinal fluid was normal. At 
operation a large fusiform lipoma connected to the dura 
was exposed, and on opening the dura a large cyst was 
revealed, lined with arachnoid and filled with clear 
cerebrospinal fluid, which occupied almost the whole of 
the sacrum. A small, well-formed spinal cord extended 
through the cyst. It was considered impossible to 
remove the lipoma without injuring the contiguous nerve 
roots, and decompression was effected. The symptoms 
were relieved. 

The second case was that of a man aged 30 with 
sciatica on the right side and, later, weakness of both 
legs and urinary incontinence. There was impairment 
of all forms of sensation except position sense up to the 
level of the 8th thoracic segment. Myelography revealed 
a meningocele in the sacral region and no other ab- 
normality. At operation laminectomy (from D 6 to 9) 
was carried out and the meningocele exposed. The 
spinal cord appeared atrophic and the arachnoid was 
thickened and densely trabeculated. The filum terminale 
was taut and attached to the dura at the upper part of 
the meningocele. The tension of the filum appeared to 
be stretching the cord and “ the sacral cyst acted like a 
bag of water hung on the end of the spinal cord by a tight 
string’. The filum terminale was divided between silver 
clips at the lumbo-sacral level and the meningocele 
opened into the lumbar subarachnoid space. There 
was considerable improvement in the patient’s condition. 

[Sacral meningoceles are rare, but should be con- 
sidered as possible causes of bizarre cord symptoms, 
producing a clinical picture such as that of multiple 
sclerosis. Myelography should be carried out if there 
is the least doubt, as operative treatment may be in- 
dicated. This should aim at decompression of the sacral 
lesions and release of the cord from local compression 
or from remote traction effects.] Lambert Rogers 
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849. The Emotional Probiems of High Blood Pressure 
E. Weiss, O. S. ENGLISH, H. K. FiscHER, M. KLEINBART, 
and J. ZATUCHNI. Annals of Internal Medicine [Ann. 
intern. Med.] 37, 677-688, Oct., 1952. 4 refs. 


At Temple University Hospital, Philadelphia, 150 
consecutive patients attending a clinic for hypertension 
were given a full physical and psychiatric examination, 
the latter consisting of taking the social history, giving a 
battery of psychiatric tests, and a psychiatric interview. 
In this paper the authors report some observations made 
on the results of the survey. 

Hypertension appeared to be associated with all types 
of personality, though there was a preponderance of 
neurotic personalities with strong compulsive trends. 
Repressed hostility did not seem to be more common in 
hypertensive patients than in those with other psycho- 
somatic disorders. A pattern common to many patients 
was a family structure of an ineffectual father and a 
dominating mother, a feeling of insecurity, the forcing 
of the patient into premature independence, and a life- 
long frustrated dependence with inhibition of the 
resultant hostility. There was a high incidence of sexual 
inhibition and marital incompatibility. Symptoms of 
emotional disturbance in hypertensive patients responded 
readily to psychotherapy, but there was no evidence that 
the course of the hypertensive vascular disease was 
influenced. 

The authors conclude that a fear of ‘* blood pressure ”’ 
is often predominant in the clinical picture of hyper- 
tension, and the symptoms are no more than an exag- 
geration of the personality trends already present. The 
symptom of vertigo is frequently related to anxiety and 
it may be accompanied by tinnitus or paraesthesiae of 
the extremities. In these patients fatigue is usually the 
salient feature of the cardiac neurosis which appears 
after a patient has been exposed to stress. Psycho- 
analytical treatment is not always advisable for hyper- 
tensive patients, and superficial psychotherapy and re- 
assurance may be more appropriate. 

Desmond O’ Neill 


850. Clinical and E.E.G. Aspects of Psychiatric Dis- 
orders Associated with Tetany 

D.S. G. M. BaILey, J. F. DONOVAN, and A. J. GALBRAITH. 
Journal of Mental Science [J. ment. Sci. ]98, 618-629, 
Oct., 1952. 18 refs. 


The case is described of a female patient, now aged 43, 
who in 1946 underwent partial thyroidectomy for a non- 
toxic goitre. Within a few weeks she complained of 
lassitude, muscular weakness, and intermittent sensations 
of pins and needles, and for several weeks she was in a 
confused state of mind. In January, and again in 
December, 1948, she had an epileptic attack, and another 
occurred in July, 1949. In January, 1950, she was found 
iO have cataracts. In December, 1950, paranoid 
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psychotic symptoms appeared and she therefore came 
under psychiatric supervision. Some improvement took 
place, but in February and May, 1951, she had further 
epileptic attacks, and in the following month over- 
breathing resulted in bilateral carpal spasm. A serum 
calcium level of 5-2 mg. per 100 ml. and the presence 
of Chvostek’s and Trousseau’s signs confirmed the 
now suspected diagnosis of latent tetany. Treatment 
with calcium orally brought no improvement. Calciferol 
was then given, which resulted in a rapid and remarkable 
improvement in all the physical and mental symptoms. 
The maintenance dose of calciferol was 500,000 i.u. 
per week. 

The clinical, physical, and mental features of tetany are 
discussed with reference to the literature. Attention is 
drawn to the wide range of psychiatric disorders which 
may occur. The epileptic manifestations and the electro- 
encephalographic findings—the records cover a period 
of 24 years—provide some interesting discussion, the 
main points of which are the slowing and disruption of 
the alpha rhythm as the clinical condition deteriorated, 
and the heightened sensitivity to hyperventilation. This 
hypersensitivity is attributed in part to loss of the 
ionizable calcium fraction and in part to some reversible 
change in the brain cells associated with the hypo- 
calcaemia. Fergus R. Ferguson 


851. Blood Ketone Concentration in Patients with 
Mental and Emotional Disorders 

J. 1. Kivay and M. D. ALTscHULE. Archives of Neuro- 
logy and Psychiatry [Arch. Neurol. Psychiat., Chicago] 
68, 506-509, Oct., 1952. 1 fig., 13 refs. 


The blood ketone-body level was elevated in 40°, of 
patients with manic-depressive, involutional, paranoid, 
or schizophrenic psychoses. It was also found to be 
elevated in several patients with severe neurosis and in 
alcoholic patients. In the case of manic-depressive 
psychosis elevated levels were found only in patients who 
had been ill for less than a year. The blood ketone 
level fell with improvement after therapy.—[Authors’ 
summary.] 


852. The Treatment of Chronic Alcoholism with Apo- 
morphine. A Study of 500 Cases. (Le traitement de 
l'alcodlisme chronique par l‘apomorphine. Etude de 
500 cas) 

H. FELDMAN. Praxis [Praxis] 41, 871-874, Oct. 2, 1952. 
2 figs., 8 refs. 


This report confirms the value of apomorphine in the 
treatment of chronic alcoholism, as first described by 
Dent in 1934 and more extensively in 1949 (Brit. J. 
Addict., 1949, 46, 15). The present author, who has 
been using the method since 1946 in Geneva, claims 
that this drug acts not merely by establishing a con- 
ditioned reflex of nausea and disgust at the sight and 
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smell of alcohol, but in addition by correcting the under- 
lying diencephalic and biochemical disturbances in the 
chronic alcoholic’s constitution. 

The series described consisted of 500 chronic alcoholics 
of both sexes and of all types, including dipsomaniacs. 
Most had come voluntarily for treatment, but some were 
already in institutions, and others had been offered the 
chance of treatment as an alternative to a prolonged 
spell of imprisonment. The patients, who were treated 
either singly or in groups, received neither food nor 
water during the course of treatment. They were given 
2 glasses of their favourite alcoholic drink and as soon 
as euphoria had become apparent a 6-mg. dose of apo- 
morphine was given subcutaneously; this induced nausea 
and vomiting within 3 to 7 minutes. The same dose 
was repeated in 2 to 4 hours, accompanied by one glass 
of the favourite drink. Two hours later an injection 
of 5 mg. was given, followed by injections of 4 mg. at 
2-hourly intervals so long as the patients showed a desire 
for alcohol. If they became disgusted with their 
favourite drink a different drink was offered in its 
place. When the approach of the glass was sufficient 
to arouse immediate vomiting or disgust, even in the 
absence of an apomorphine injection, a jug of the 
favourite drink was placed beside the bed. Hourly 
injections were then given, the initial dose of 4 mg. 
being reduced to 3 mg. and finally to 2 mg., for 8 hours 
from the moment the patients had stopped drinking 
altogether. On stopping treatment 10 units of insulin 
was given along with a drink of well-sugared tea, fol- 
lowed by a normal meal an hour later. In addition, 183 
of the patients received individual or group psycho- 
therapy, and 102—in whom the prognosis was considered 
to be unusually poor—received antabuse ”’ (tetraethyl- 
thiuram disulphide) therapy when the apomorphine 
treatment had been completed. The effects of the apo- 
morphine treatment became apparent in 3 to 4 days, the 
patients becoming quieter, with diminution of hand and 
tongue tremor, anxiety, irritability, and psychomotor 
hyperexcitability, so that they were then in a condition 
amenable to psychotherapy. 

Cures were estimated on the basis of testimonials 
received from three different sources, namely, spouse, 
employer, and a responsible authority or institution. 
Complete abstention was recorded as “ absolute cure ”’, 
whereas if the patient had an occasional drink much 
later, with no suggestion of excess or regularity, he was 
recorded as “socially cured”. If drinking became 
regular again, no matter how little alcohol was taken, 
this was recorded as a relapse. Relapses occurred in 
about 46% of the patients, invariably within 15 months 
of the completion of treatment, and usually between 
1 and 6 months. 

The cure rates were found to be virtually the same 
for both men and women and were not appreciably 
improved by the use of psychotherapy in addition to 
apomorphine treatment; the ‘* absolute-cure ’’ rate was 
31% and the “social-cure’’ rate 15-2%. Although 
psychotherapy did not materially influence the results it 
is considered most important that treatment with apo- 
morphine should be followed by suitable forms of 
group therapy and social rehabilitation—for example, 


by the patient becoming a member of Alcoholics 
Anonymous or some similar reputable body. 
Adrian V. Adams 


853. An Experimental Study of Reticence in Narco- 
analysis. (Etude expérimentale de la réticence en narco- 
analyse) 

J. BourDon, J. FLAMENT, and J. P. DE WAELE. Acta 
Neurologica et Psychiatrica Belgica [Acta neurol. psychiat. 
belg.] 52, 476-497, Aug., 1952. 4 figs., 19 refs. 


An investigation was carried out to determine the 
extent to which it is possible to resist answering questions 
during thiopentone narcosis and to decide the charac- 
teristics of the amnesia which occurs. The investigation 
was carried out in 30 subjects, mostly doctors or students, 
each of whom was asked 10 questions, 5 being cognitive 
rather than of affective significance and 5 being more 
intimate and affectively charged. The latter group of 
questions included, for example, *“* What is your most 
unpleasant memory?’ ‘“‘ Under what circumstances 
did you have your first sexual experience?’’ All sub- 
jects read the questions before narcosis, some 4 days 
before and others only half an hour before. Each was 
told that he must not answer three of the questions, 
one a request for the subject’s address, and the other 
two—one from each group—being selected by the 
subject. 

To obtain a state of narcosis lasting an hour 1 g. of 
thiopentone in 40 ml. of water was given intravenously. 
In each subject complete loss of consciousness was 
produced at least once for a few minutes. The questions 
were asked at various times in differing order, and when 
reticence was manifested an attempt was made to over- 
come it. After an hour the subject was asked to estimate 
how much time had elapsed from the beginning of the 
experiment. A similar estimate was requested 10 
minutes later, and at the same time the subject was 
asked to relate all details of the conversation which had 
passed. After another 20 minutes, when quasi-normal 
self-criticism had returned, the spontaneous recollections 
were again recorded, and then an account of the entire 
interview was read over to the subject, who took each 
statement in turn and said whether he remembered 
making it and whether or not it was true. 

It was found that reticence was reduced in one-third 
of the subjects, though there was much quantitative 
variation. The reduction was regarded as related to 
enfeebled vigilance and impaired retention, but dis- 
inhibition and euphoria were also important. In most 
subjects reticence was overcome when the question was 
phrased less precisely and when the subject was allowed 
to contradict himself. Retraction of statements sub- 
sequently was common and some subjects appeared able 
to maintain untruths. 

The importance of islands of amnesia is emphasized, 
and it is pointed out that as statements made during 
these periods are not remembered, it may not be possible 
to confront the subject with declarations made under 
narcosis, since in all good faith he will refuse to recognize 
them. The authors conclude from the investigation that 
barbiturate narcosis is of no value in judicial interroga- 
tion. L. G. Kiloh 
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Dermatology 


854. Further Buffered Preparations in the Treatment 
of Eczema 

D. S. ANDERSON and J. W. HapGrart. Transactions of 
the St. John’s Hospital Dermatological Society [Trans. 
St John’s Hosp. Derm. Soc.] No. 31, 7-11, July, 1952. 
1 fig., 4 refs. 


Having previously found that acid-buffered creams, 
which encourage the normal protective mechanisms of 
the skin, could be used advantageously in certain forms 
of eczema, the authors, working at the Royal Free 
Hospital, London, have investigated the possibility of 
controlling secondary bacterial infection by the same 
method. 

The buffering properties of various peptone—gluconic- 
acid mixtures were examined and the following solution, 
having a pH of 3-38, was chosen: gluconic acid (50%), 
6 ml.; “* difco ’’ peptone, 5 g.: distilled water to 100 ml. 
Phenyl mercuric nitrate was added as a preservative. 
The buffer solution was incorporated into three bland 
stable creams which controlled the skin pH within the 
normal range and were bacteriostatic owing to their 
hydrogen ion concentration. The first cream was an 
oil-in-water preparation, the second a water-in-oil cream 
with the addition of 5°% titanium dioxide and emulsi- 
fied with wood alcohols and polyethylene glycols, and 
the third was a cream having the same formula as the 
second except that titanium dioxide was omitted. 

The creams were used in the treatment of two groups 
of patients. Of 16 housewives with alkali dermatitis, 15 
were cured in | to 2 weeks: in the remaining patient the 
condition cleared after a preliminary flare-up. The third 
cream was the most effective in alkali dermatitis. It is 
suggested that all three creams may be of value as pre- 
ventatives in this condition. The second group of 
patients, who had seborrhoeic dermatoses, were treated 
for 2 to 6 weeks. Of 8 patients with chronic seborrhoeic 
dermatitis, including 2 with concomitant chronic ble- 
pharitis, 2 were cured, 4 were improved, | was unchanged, 
and 1 became worse. Of 2 patients with long-standing 
seborrhoeic sycosis, one responded well and maintained 
the improvement, and the other responded in the first 
instance but subsequently relapsed. 

The authors consider that these preliminary trials are 
encouraging; more extensive investigations are being 
carried out. Benjamin Schwartz 


855. Erythema Multiforme Exudativum. Study of 
Fifteen Cases 
B. W. BiLLow and H. J. Lowen. Archives of Internal 
Medicine [Arch. intern. Med.| 90, 310-319, Sept., 1952. 
3 figs., 22 refs. 


The authors trace the history of erythema multiforme 
exudativum from the original description by Hebra in 
1860 to the present time, and discuss the various theories 
of causation, the clinical findings, and the different 


methods of treatment which have been reported in the 
literature. 

They analyse, in a table, the history, diagnostic signs, 
and clinical features in 15 personal cases. The most 
frequent and specific diagnostic signs were the toxic 
appearance of the patient, lesions of the eye and mucous 
membranes, and a maculopapular, vesicobullous, 
haemorrhagic skin rash. Less frequent but equally 
important signs were pneumonitis, sore throat, malaise, 
joint pains, and erythema nodosum. Two of their cases 
in which there was hypersensitivity to drugs were in- 
distinguishable clinically from the other 13 in which the 
cause was attributed to an infectious agent of unknown 
origin. Pathological and biochemical investigations did 
not reveal anything of note. Aureomycin and penicillin 
were useful in controlling secondary infection, but the 
authors doubt whether they have any specific action. 

The authors suggest that the term erythema multiforme 
exudativum should be used to denote a recognized 
entity, rather than the eponyms Stevens—Johnson syn- 
drome, Behcget’s disease, and Hebra’s disease. 

G. B. Mitchell-Heggs 


856. Pemphigus Vegetans. A Clinicopathologic Cor- 
relation 

W. Director. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 66, 343-352, Sept., 1952. 
8 figs., 4 refs. 


The histological changes in pemphigus vegetans, as 
observed by the author in biopsy specimens from 8 cases, 
are basically those of pemphigus vulgaris—namely, 
acantholysis producing cleavage at a low level of the 
epidermis—but modified by epidermal hyperplasia which, 
in part, prevents dissolution of the skin. He interprets 
pemphigus vegetans as a phase of relative resistance of 
the patient to the disease, as indicated by the longer 
duration compared with that of pemphigus vulgaris. 
With clinical regression in pemphigus vegetans dry 
papules, which reveal acanthosis only, replace moist 
vegetations. E. W. Prosser Thomas 


857. Clam Digger’s Dermatitis. Schistosome Derma- 
titis from Sea Water 

L. Orris and F. C. Comses. Archives of Dermatology 
and Syphilology {Arch. Derm. Syph., Chicago] 66, 367- 
370, Sept., 1952. 1 fig., 5 refs. 


A case is recorded of severe urticarial dermatitis in a 
clam digger in Long Island Sound, New York, who 
omitted to wear protective clothing on his hands and 
arms. The eruption is said to be identical with schisto- 
some dermatitis (“* swimmers’ itch ’’). 

E. W. Prosser Thomas 

CorRRECTION.—The abbreviation in the title of Abstract 2001 


in the issue for December, 1952, should read Aust. J. Derm., 
not Aust. J. Med.—{Ep1Tor.] 
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The Breast 


858. Breast-cancer Prognosis and Ovarian Cortical 
Stromal Hyperplasia 

R. G. McManus and S. C. Sommers. New England 
Journal of Medicine [New Engl. J. Med.] 246, 890-892, 
June 5, 1952. 2 figs., 3 refs. 


Examination of the ovaries of 28 patients with advanced 
carcinoma of the breast revealed that in 20 the ovaries 
were hyperplastic and in 8 atrophic. The average time 
of survival of the patients with hyperplastic ovaries was 
41 months, and of those with atrophic ovaries 23 months. 
A similar though more striking difference in survival 
time was observed in both groups of patients after 
castration. 

As the authors admit, these results are not statistically 
significant, but they suggest that more work should be 
done on this problem. It would appear that the beneficial 
effect of castration may depend upon the hyperplastic 
nature of the ovaries removed, and that in such cases this 
beneficial effect is due to removal of an active source of 
oestrogen. H. J. B. Atkins 


859. Investigation of Cause of Lymphedema of the 
Upper Extremity after Radical Mastectomy 

J. M. Parker, P. E. Russo, and D. L. OESTERREICHER. 
Radiology [Radiology] 59, 538-544, Oct., 1952. 5 figs., 
10 refs. 

The authors review the various theories concerning 
the pathogenesis of oedema of the arm after radical 
mastectomy, their interest in this condition having been 
stimulated by a case in which there was thrombophlebitis 
of the veins of the forearm following radical mastectomy 
but, as a result of bandaging the arm for 2 months, no 
swelling developed. In a series of 50 cases in which the 
arm was bandaged after radical mastectomy no serious 
oedema was observed. The authors believe that the 
pathology of this condition is first of all a venous obstruc- 
tion, the high venous pressure consequent upon this 
leading to an extracellular collection of fluid and a 
secondary lymphatic obstruction, and that if the primary 
venous oedema can be prevented the secondary lymphatic 
oedema will not arise. 

It is pointed out that some workers consider obesity 
to be the most important predisposing factor in the 
genesis of this condition, the sequence of events being 
fat necrosis in the axilla followed by secondary infection 
and lymphangitis. Some workers claim that x-irradia- 
tion has a deleterious effect, and there is little doubt that 
serous collections under the flaps, by their organization 
and subsequent fibrosis, contribute materially to lymph- 
oedema. 

In pursuance of their view that the main pathological 
lesion is a venous obstruction, the authors studied the 
venograms in 6 cases of radical mastectomy. A con- 
striction in the vein at the lateral border of the scapula 
was present to a greater or lesser degree in all their 


cases, and was just where the subscapular vein was 
ligated during the operation. They believe that mural 
thrombosis occurs here, leading to venous obstruction. 
They have tried the effect of anticoagulants, but this led 
to massive haematomata of the flaps, and they therefore 
consider that bandaging of the arm is the best prophy- 
lactic measure available. 

[If it can be shown in a large series of cases that oedema 
of the arm is prevented by this simple measure, then the 
authors will have made a most valuable contribution to 
the control of what may be a serious complication of 
radical mastectomy.] H. J. B. Atkins 


860. Secretory Disease and Plasma Cell Mastitis in the 
Female Breast. Roentgenologic and Pathologic Studies 
J. GERSHON-COHEN and H. INGLEBY. Surgery, Gyneco- 
logy and Obstetrics [Surg. Gynec. Obstet.] 95, 497-504, 
Oct., 1952. 12 figs., 5 refs. 


In secretory (cystic) disease of the breast there is 
uniform hyperplasia of all the components of the duct 
wall with a casting-off of cells into the lumen. It is 
bilateral and often without symptoms, but commonly 
causes a discharge from the nipple which contains 
colostrum, inflammatory cells, and fatty-acid crystals. 
The diagnosis may be made from examination of a 
smear of this discharge, or the condition may be found 
on routine x-ray examination of the breast, or at necropsy 
in the postmenopausal group. It represents an abortive 
attempt at secretion on the part of the non-puerperal 
breast and is not an inflammation, although inflammation 
may follow. The cysts are formed by dilatation of the 
ducts, and are not an essential feature of the condition. 
Secretory disease is the precursor of plasma-cell mastitis, 
which was formerly recognized only in its rare generalized 
form, although the focal type described here is commoner. 
The cases reported in this paper were, with one exception, 
confirmed by operation and histological examination. 

Out of 300 patients with breast disease examined at 
the Albert Einstein Medical Center, Philadelphia, 24 had 
secretory disease. Three of the patients were non- 
pregnant young women, in whom the disease was in 
an early, reversible stage. The average age of the 
remainder was 47, all were married, and all but one had 
suckled children. The duration of symptoms was less 
than one month in 18 of the 21 cases, and trauma was 
a direct antecedent in only 2 cases. An indefinite mass 
was found in the nipple area in 19 cases. The histo- 
logical appearances are described. 

The dividing line between secretory disease and plasma- 
cell mastitis is difficult to draw, but both tend to subside 
spontaneously and treatment is not usually necessary. 
Irradiation may aid resolution. If surgery is resorted to, 
the whole area affected must be excised, since inadequate 
excision leads to fistula formation. Neither condition 
is precancerous. WwW, Sk yrme Rees 


252 


‘ 


8é 
1. 
D 
m 
m 
th 
ol 
d. 
le 
a 
2 
g 
t 
f 
|| 


& 


Paediatrics 


861. Rate of Gain and Satiety in Early Infancy 
1. G. Wickes. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 27, 449-456, Oct., 1952. 3 figs., 16 refs. 


A series of 503 healthy infants born at St. Bartholo- 
mew’s Hospital, London, to 366 primiparae and 125 
multiparae were examined at a follow-up clinic during 
the second month of life, when the feeding history was 
obtained and the daily weight gain calculated. The rate 
of weight gain varied from 0-2 to 2-2 oz. (5:7 to 62:3 g.) 
per day, but no less than 32% had gained 1-3 oz. (36°8 g.) 
daily (9 oz. (255 g.) per week). The rate of gain was 
largely independent of the birth weight. The 214 infants 
who had had no illness or feeding difficulties since birth 
and who were satisfied with their feeds when seen at 
2 months were considered to constitute a ‘* normal” 
group and were compared with the remaining 289, who 
included those who had failed to regain their birth weight 
by the 15th day and those with a history suggestive of 
under- or over-feeding. It was found that 68% of the 
former had gained 1-1 oz. (31-1 g.) or more daily, whereas 
only 49% of the latter had done so. 

The author concludes that this difference ‘* must be 
regarded as partly the responsibility of the infant welfare 
clinics where the majority of the mothers had already 
sought advice. It is impossible to escape the conclusion 
that underfeeding frequently goes unrecognized at these 
clinics and sometimes even gets mistaken for overfeeding 
with the result that many infants are prevented from 
fulfilling their desire to gain weight at the optimum rate ”’. 
This optimum rate may be as much as 16 oz. (45-3 g.) per 
week in the first 2 months, and babies capable of such 
a high rate of gain are liable to cry and vomit when feeds 
are restricted as a result of a “ morbid fear of over- 
feeding’. A ‘* stoking-up ”’ process in early life is well 
recognized in other mammals and should be regarded 
as equally normal in human infants. The generally 
accepted milk requirement of 24 oz. per Ib. (156°8 g. 
per kg.) expected body weight per day underestimates 
the needs of the infant in the early weeks of life: of the 
158 infants in the author’s series who were wholly 
artificially fed and receiving an adequate amount accord- 
ing to this formula, only 57% were regarded by the 
mother as satisfied. The author considers that the baby 
should be the judge of his milk requirement and that the 
adoption of the self-demand regime would reduce the 
incidence of feeding problems. R. M. Todd 


S62. Initial Weight-loss: a Preliminary Enquiry 

fF. C. NatsH and P. W. Epwarps. Archives of Disease 
in Childhood [Arch. Dis. Childh.] 27, 445-448, Oct., 1952. 
4 refs. 


From 2,000 hospital records 230 were finally selected 
on which to base a study of factors that might affect the 
initial weight loss of newborn infants, maternal age, 
birth weight, position in the family, and birth trauma as 


evidenced by the length of the first stage of labour being 
the factors chosen. In none of these was any significant 
correlation found, in spite of careful statistical analysis. 
An ad hoc investigation is suggested, in which special 
attention should be paid to the influence of labour on 
the initial weight loss. 

[This paper reiterates the well-known fact that it is 
wellnigh useless to go through previous hospital records 
in the hope of collecting useful information.] 

David Morris 


863. The Significance of Yellow Vernix in the Newborn 
W. C. Taytor, J. A. JAMES, and J. L. HENDERSON. 
Archives of Disease in Childhood [Arch. Dis. Childh.] 
27, 442-444, Oct., 1952. 6 refs. 


An investigation was carried out at the Simpson 
Maternity Hospital, Edinburgh, into the maternal and 
foetal factors associated with the presence of yellow 
vernix in the live newborn infant, excluding that due to 
any Rh incompatibility. Over a period of 15 months 
37 cases were collected, an incidence of 12 per 1,000 
hospital births. The findings were compared with those 
in a control group, which consisted of every 6th infant 
born during a short period of the study. Although the 
figures were small [and there is no mention of statistical 
validity] there did appear to be certain significant 
maternal factors in the affected group, namely, a higher 
maternal age, a more frequent history of abortion and 
stillbirth, a longer gestation period, and a greater in- 
cidence of complicated labour. There was no difference 
between the two groups in the duration of labour and 
the state of the placenta. Significant foetal factors in 
the affected group followed the same trend, there being 
a higher incidence of foetal distress, a greater need for 
resuscitation, and a higher birth weight. In the affected 
group 2 babies died and 2 were seriously ill but recovered. 

It is suggested that the condition may be due to 
placental degeneration subsequent to post-maturity 
causing foetal anoxia, meconium being passed with 
resultant yellow staining of the vernix. 

David Morris 


864. Respiratory Patterns in Newborn Infants as 
Determined by Airflow and Pneumographic Studies and 
their Possible Relationship to a Deficient Vagal Mechan- 
ism 

H. C. MicLcer and F. C. BEHRLE. Pediatrics [Pediatrics] 
10, 272-285, Sept., 1952. 5 figs., 30 refs. 


This investigation was made at the University of 
Kansas Medical School to determine whether the symp- 
toms and pulmonary lesions in infants dying with hyaline 
membranes in their lungs were the result of deficient 
vagal control of respiration. The movements of the 
upper and lower chest and abdomen were studied in 70 
young infants, using pneumographic tracings. In all, 
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114 tests were made at intervals from birth to 49 days 
of life. In most infants during the first 24 hours the 
movements of chest and abdomen were synchronous and 
parallel. After this period the lower chest tended to 
move in a direction opposite to that of the abdomen 
and upper chest. It is suggested that this may be due 
to lack of efficient diaphragmatic contraction as the 
result of a poorly developed vagal mechanism. It would 
also explain the presence of hyaline pulmonary mem- 
branes in cases of neonatal death, as these membranes 
can be produced experimentally by vagotomy in newborn 
rabbits. Winston Turner 


865. Endotracheal Insufflation with Oxygen in the 
Treatment of Asphyxia Neonatorum 

D. O’Brien and H. Roserts. British Medical Journal 
[Brit. med. J.] 2, 963-964, Nov. 1, 1952. 2 figs., 3 refs. 


The authors report the long-term results of the treat- 
ment of 66 severely asphyxiated infants by endotracheal 
insufflation with oxygen. The technique, which was de- 
scribed by Roberts (J. Obstet. Gynaec. Brit. Emp., 1949, 
56, 961; Abstracts of World Surgery, 1950, 8, 47), 
consists essentially of intermittent application of oxygen 
at a pressure of 20 cm. of water. Of the 66 infants, 14 
died. Of the remaining 52, 6 were untraced and 3, who 
were under 3 months of age, were not examined. In 43 
infants, all over 3 months of age, clinical examination 
and a test of development by the technique of Gesell 
and Amatruda (Developmental Diagnosis, New York, 
1949) revealed nothing abnormal. 

As the authors point out, it is difficult to obtain proper 
controls for this kind of investigation; nevertheless they 
consider that the intervention undoubtedly saved the 
lives of a number of profoundly asphyxiated infants. 
The technique (which sometimes involved waiting six 
minutes for an infant to breathe spontaneously before 
endotracheal insufflation was carried out) does not 
apparently produce any pulmonary damage, nor does it 
adversely affect the child’s mental or physical develop- 
ment. 

[Those interested in this important question should 
consult the original.] A. T. Macqueen 


866. Intrathoracic Duplications of the Alimentary Tract 
Communicating with the Small Intestine 

J. E. Davis and W. A. BaRNgs. Annals of Surgery [Ann. 
Surg.) 136, 287-295, Aug., 1952. 4 figs., 19 refs. 


The authors discuss 7 known cases of duplication of a 
portion of the alimentary tract communicating with a 
normal small intestine and passing through the diaphragm 
into the chest. In their own personally observed case 
the patient, a child aged 5, developed pneumonia at the 
age of 2 weeks, and until the age of 5 had repeated 
attacks of abdominal pain and bleeding from the gut. 
Radiological examination showed malrotation of the 
gut, but laparotomy on two occasions yielded no further 
information. At the age of 5 she was admitted to 
hespital with severe electrolyte imbalance, and radio- 
graphs of the chest showed a dense ovoid mass on the 
right side containing fluid levels. Laparotomy revealed 
a duplication of the jejunum extending through the 


diaphragm, becoming globular, and terminating as a 
fibrous band attached to the third dorsal vertebra. 
There was evidence of ulceration in the globular portion. 

Out of 7 patients, 2 died in the immediate post- 
operative period and 5 were relieved of symptoms. The 
age range was 24 months to 5 years. The earliest 
symptoms were respiratory embarrassment in 2 cases 
and gastro-intestinal bleeding and pain in 5. On 
examination 3 patients showed only pallor, while in 4 
there were signs of lung compression; but in all cases 
radiographs of the chest showed soft-tissue masses con- 
taining air or fluid. Associated congenital abnormalities 
of the vertebrae were found in 6 cases, with malrotation 
of the colon in 2. 

The duplicated portion communicated with the 
jejunum in 5 cases and with the duodenum and ileum 
in one case each, and had the appearance and size of 
the normal intestine it joined. In the chest its shape 
was bulbous, and extrapleural in position. The mucosa 
was gastric in type in the cases with ulceration and 
abdominal pain, but otherwise was intestinal in type. 
The treatment of this abnormality is surgical, and the 
authors suggest that signs of ulceration necessitate com- 
plete removal, but when symptoms are mainly respira- 
tory, excision of the thoracic mass only may suffice. 

H. Gordon 


867. An Unusually Severe Form of Enteritis in Infancy: 
** Enterocolitis Ulcerosa Necroticans’’. I. Morbid 
Anatomy. (Uber eine besonders schwer verlaufende 
Form von Enteritis beim Séugling, ‘* Enterocolitis 
ulcerosa_ necroticans”’. I. Pathologisch-anatomische 
Studien) 

K. O. Scumip. Osterreichische Zeitschrift fiir Kinder- 
heilkunde und Kinderfiirsorge Ost. Z. Kinderheilk.] 8, 114- 
136, Aug. 20, 1952. 5 figs. 


The author describes the pathological features of a 
severe type of ulcerative necrosis of the lower ileum, 
caecum, and ascending colon in 85 infants examined 
post mortem at the Pathological Institute of the Uni- 
versity of Graz during the 3 years 1948-50. The 
condition first appeared at the end of 1947 and almost 
always affected children less than 12 weeks old, a signifi- 
cantly high proportion being premature. The necropsy 
findings in 7 cases are described in detail. 

Necrosis and ulceration of the mucous membrane 
were present in the lower ileum, on the ileo-caecal valves, 
and in the caecum and early part of the ascending colon. 
The ulcers were frequently confluent and covered with a 
large slough resembling a diphtheritic membrane. In 
the majority of cases they were grouped very close to 
the caecum; they were seen only rarely in the upper 
portion of the small intestine and never in the stomach, 
but occasionally occurred in the region of the flexures of 
the colon. The necrosis penetrated the intestinal wall, 
giving rise to peritonitis with or without perforation. 
Bronchopneumonia was present in 62 children and 
otitis in 13. 

In spite of an intensive search, no infective organism 
common to the series could be found. Many children 
had skin lesions—furuncles, dermatitis, and pyoderma— 
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and 7 cases of ecthyma gangrenosum due to Pseudomonas 
aeruginosa were found. Attempts were made to re- 
produce the condition in animals by means of intestinal 
contents introduced by various channels, but without 
success. No conclusion could be reached as to the 
possibility of a virus origin. The author compares his 
findings with those in various similar conditions de- 
scribed in the literature, but finds no close correspondence 
except with the outbreak in Ziirich described by Willi 
in 1944 (Ann. paediat., Basel, 1944, 162, 87). 
J. G. Jamieson 


868. An Unusually Severe Form of Enteritis in Infancy: 
‘** Enterocolitis Ulcerosa Necroticans’’. II. Clinical 
Studies. (Uber eine besonders schwer verlaufende Form 
von Enteritis beim Sdugling, ‘* Enterocolitis ulcerosa 
necroticans *’. II. Klinische Studien) 

K. Quatser. Osterreichische Zeitschrift fiir Kinderheil- 
kunde und Kinderfiirsorge (Ost. Z. Kinderheilk.] 8, 136- 
152, Aug. 20, 1952. 6 figs., 28 refs. 


The severe type of ulcerative enterocolitis of early 
infancy described above [see Abstract 867] has been 
frequently reported in the area served by the Children’s 
Clinic of the University of Graz since 1947, the children 
affected being almost without exception under 3 months 
old and a great number being premature. The onset 
of the disease was often rather indefinite; there was 
usually an interruption in the steady weight gain, a loss 
of appetite, and an increase in the number of stools, 
which might not be very striking. The child became 
progressively paler, and its abdomen more prominent, 
the latter eventually being tympanitic and its wall 
shiny and livid. The liver was greatly enlarged, but the 
spleen was usually not altered in size. Vomiting 
occurred in most cases, but was not very frequent or 
large in volume. Peristalsis was lively, the waves being 
seen clearly through the thin abdominal wall. The 
enterocolitis was often associated with other conditions, 
such as skin infections, feeding difficulties, and pneu- 
monia, and it was frequently hard to say which was the 
primary disease. High temperatures were uncommon, 
and in 26 out of 73 cases observed, all of which were 
fatal, a normal temperature was maintained throughout. 
Microcytic anaemia occurred in two-thirds of the cases. 
The stools were usually slimy and watery, and were some- 
times blood-stained. Treatment was symptomatic and 
of little value. There was a tendency for the disease 
to become more frequent during the summer, and it 
was quite common among breast-fed babies. 

J. G. Jamieson 


869. Laboratory and Clinical Studies in Congenital 
Methemoglobinemia 

H. A. WatsMan, J. A. Bain, J. B. RicHMOND, and 
F. A. Munsey. Pediatrics [Pediatrics] 10, 293-350, 
Sept., 1952. 7 figs., 34 refs. 


A case of congenital idiopathic methaemoglobinaemia 
in a boy of 12 years and its treatment with ascorbic acid 
and with methylene blue are described. The oxygen 
dissociation curve was normal, but, as expected, the 
oxygen-carrying power of the blood was increased after 


administration of methylene blue. The methaemoglobin 
levels were increased by the administration of para- 
aminopropriophenone and of sodium nitrite, the latter 
raising it to the maximum level for this patient. Enzyme 
studies failed to show any alteration in oxygen uptake 
of hexose diphosphate with or without methylene blue in 
a medium containing glucose, and there was no cyto- 
chrome reductase-like activity in the methaemoglobin- 
aemic cell. No reaction of reduced co-enzyme I with 
methaemoglobin in normal cells could be obtained. 
Winston Turner 
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870. Studies in Pancreatic Fibrosis. Cor Pulmonale: 
Clinical and Pathologic Observations 

A. S. Napas, G. CoGANn, B. H. LANDING, and H. 
SHWACHMAN. Pediatrics [Pediatrics] 10, 319-327, Sept., 
1952. 17 refs. 


At the Children’s Medical Center, Boston, the cardiac 
complications of pancreatic fibrosis were studied clinically 
and at necropsy. Of 46 patients aged 6 months to 
17 years, 8 had evidence of cor pulmonale and of these 
2 died, whereas of 38 patients without cor pulmonale, 
only 5 died. It appears that the pulmonary involvement 
associated with pancreatic fibrosis is the chief threat to 
life, and that the cardiac complications are secondary to 
the lung condition. Winston Turner 


871. Endocardial Sclerosis 
R. W. BLumBerG and R. A. Lyon. American Journal of 
Diseases of Children {|Amer. J. Dis. Child.] 84, 291-308, 
Sept., 1952. 4 figs., 6 refs. 


The authors regard endocardial sclerosis as “ one of 
the commonest types of fatal heart disease in infancy ”’, 
although the condition is not well known. They discuss 
25 cases observed during the 5-year period 1945-9 at the 
Children’s Hospital, Cincinatti, and at three hospitals in 
Atlanta, Georgia, together with 69 cases from the litera- 
ture. The diagnosis was based on the post-mortem 
finding of a whitish coating of fibro-elastic tissue on the 
endocardium of the left ventricle or atrium, sometimes 
extending to the right heart and the valves. Extension 
of the fibrous tissue into the myocardium did not neces- 
sarily lead to exclusion from the series, but cases of 
intrinsic cardiac malformation, with the exception of 
patent ductus arteriosus and coarctation of the aorta 
which had produced no symptoms, were rejected. 

Symptoms due to the sudden onset of cardiac failure 
occurred in 36% of the 94 cases before the age of 2 weeks 
and in 75% before the. age of 6 months; 29% of the 
patients survived less than 2 days, and 51% less than 
2 weeks, after the onset of symptoms. In other cases 
there was a less severe degree of heart failure, sometimes 
present from birth, with remissions and recurrences over. 
a long period until the final severe attack. The diagnosis © 
was often in doubt in this group until the detection of 
cardiac enlargement on x-ray examination of the chest 
directed attention to the heart. The most frequent symp- 
toms were: dyspnoea in 74% of cases, cyanosis in 18%, 
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oedema in 14%, and enlargement of the liver in 38%. 
Cardiac enlargement was found on clinical or radio- 
logical examination in 94°%, and murmurs were reported 
in 25%; these were often inconstant, and were usually 
soft, systolic, and apical. Electrocardiograms, which 
were taken in “a relatively small number” of cases, 
showed changes suggestive of myocardial failure, but 
nothing distinctive or pathognomonic. The usual treat- 
ment for cardiac failure was given in most cases, with 
temporary improvement in some. 

The authors give detailed reports of their own series 
of 25 cases in patients whose ages ranged from 5 minutes 
to 11 years, all of whom died, but it is pointed out that 
since the diagnosis cannot be established with certainty 
before death it is not known whether the disease is 
invariably fatal or whether its course may be arrested in 
some cases and the patient survive. H. Gordon 


GROWTH AND DEVELOPMENT 


872. Growth Failure in School Children. Further 
Studies of Vitamin B,> Dietary Supplements 

N. C. Wetze.t, H. H. Hopwoop, M. E. KuECHLE, and 
R. M. GRvueNINGER. Journal of Clinical Nutrition 
[J. clin. Nutrit.) 1, 17-31, Sept.-Oct., 1952. 3 figs., 
16 refs. 


In a general discussion of what Wetzel has termed 
“simple growth failure’ the authors state that this 
condition is found in about one-third of all children in 
the United States. The condition cannot be diagnosed 
by simple measurements of height and weight, but can 
be detected only by plotting the rate of development on 
the ** Wetzel grid’. They then report the effect of oral 
administration of vitamin B)2 at the rate of 10 yg. per 
day to a number of children with growth failure. The 
criterion of improvement was a shift from one ** channel ” 
of development to a higher one. One test showed that 
significant over-all improvement occurred in 16 out of 
20 children after 16 weeks, and in another group in 7 
out of 16 children in 6 weeks: none of the controls 
showed this effect. A larger test with 236 children [not 
detailed] showed similar results. The intake of calories 
was significantly higher in the children receiving the 
supplement of vitamin B;2. The authors criticize the 
paper of Benjamin and Pirrie (Med. Offr, 1952, 87, 137), 
who were unable to confirm the growth-promoting effect 
of vitamin Bj)2 given in a series of over 400 London 
school-children. 

[The findings of Wetzel et al. are far from being 
universally accepted by workers in the nutritional field. 
The basis of these conclusions is the validity of Wetzel’s 
grid method of determining the development of a child. 
This depends on the assumption that the normal child 
does not move out of his growth “channel”. This, 
however, has never been substantiated, as nothing like 
sufficient basic data have yet been published. More- 
over, the extraordinarily high levels of statistical signifi- 
cance of the results reported by him makes one wonder 
exactly what methods he is using in his calculations; the 
standard errors are, for example, far lower than those 


usually found with the known erratic growth of children. 
Finally, the criticism of the results of Benjamin and 
Pirrie is not very sound. Wetzel claims that one-third 
of his children, from a fairly good socio-economic area, 
suffer from “simple growth failure’. The London 
workers studied children who had been sent to open-air 
schools precisely because they showed poor physique 
and those clinical features of which * growth failure ”’, 
as shown by the Wetzel grid, is supposed to give early 
warning. Yet neither the group as a whole, nor those 
selected as being particularly under weight for their 
height, improved with vitamin B;2 treatment. Nor did 
the London authors find any signs of the considerable 
improvement in behaviour and vitality which is stressed 
by Wetzel.] John Yudkin 


873. Constitutional True Sexual Precocity 
S. H. WALKER. Journal of Pediatrics [J. Pediat.| 41, 
251-257, Sept., 1952. 2 figs., 24 refs. 


The author gives details of a case studied by him at 
the William Beaumont Army Hospital, Fort Bliss, Texas. 
At the age of 20 months the patient suddenly began 
to grow so rapidly that by the age of 4 he had the appear- 
ance of a child of 7 or 8 years of age. Pubic hair had 
appeared, though facial and axillary hair was absent. 
The penis was enlarged, being 11 cm. long and 8-5 cm. 
in circumference, and the testes were of adult size, 
measuring 3-5 cm. in length. Physical examination 
revealed no other abnormality except that the prostate 
gland was palpable and after massage live spermatozoa 
were found. Radiological investigation showed that the 
bone development was that of a 10-year-old child. A 
pneumoencephalogram, taken to exclude a lesion of 
the hypothalamus or third ventricle, was normal. intra- 
venous pyelography showed no evidence of extrinsic 
pressure such as might have been caused by a tumour 
of the adrenal glands, and the blood electrolyte levels 
were all normal. Analysis of the urine showed an 
excretion of 17-ketosteroids of 7-7 mg. per 24 hours, 
but no 11!-oxycorticosteroids were present. Less than 
50 international mouse-units of gonadotrophins were 
excreted in the same period. 

The father of the patient had also started growing 
abnormally fast at the age of 22 months and had shown 
similar signs of precocious sexual development. Growth 
in his case had ceased at the age of 10 years, and he 
had remained slightly under the average height, being 
64 inches (1-62 m.) tall. His urinary hormone levels 
were normal for his age, and his development during 
childhood had shown no psychological abnormalities. 
Other members of the family were not examined, but 
questioning revealed that the great-grandfather of the 
patient, the grandfather, 2 of the grandfather's 3 brothers, 
and the son of one of these brothers had all shown 
similar precocious development. 

The author refers briefly to the other causes of iso- 
sexual precocity, and suggests that the evidence produced 
demonstrates that this condition can occur as a hereditary 
trait, and that in the family considered the inheritance 
was purely through the male members of the family and 
was heterozygous. H. G. Farquhar 
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874. A Clinical and Genetic Study of Progressive 
Muscular Dystrophy (Erb). (Eine klinisch-genetische 
Untersuchung der Dystrophia musculorum progressiva 
(Erb)) 

P. E. Becker. Archiv fiir Psychiatrie und Nervenkrank- 
heiten [Arch. Psychiat. Nervenkr.] 189, 1-22, Sept. 17, 
1952. 8 figs., 13 refs. 


This study was based on 86 index cases of Erb’s type 
of muscular dystrophy collected from various clinics and 
hospitals in Baden. The author was able to examine 
159 affected individuals in these 86 families; 3 other 
living members were affected, and another 97 probably 
affected were dead. Clinically, the patients could be 
divided into two groups, one with a “ shoulder-girdle ”’ 
form of the disease and the other with a “ hip-girdle ”’ 
form. This evidently corresponded to a genetic dif- 
ference, since there was no instance of cases of both 
types occurring in the same family. 

The ‘“ shoulder-girdle’’ form was present in 22 
families. In 9 of these the pattern was that of straight- 
forward dominant inheritance, in 2 only one pair of sibs 
were affected, and in the remainder only the proband 
was affected. Some of these sporadic cases may have 
been due to environmental causes as there was a history 
of trauma to the neck and shoulder region, although the 
peripheral nerves and nerve roots were intact. The age 
of onset of the condition in these families ranged from 
7 to 27 years. The muscles first affected were those of 
the shoulder-girdle or the face, particularly the trapezius, 
serratus magnus, latissimus dorsi, and pectoral muscles 
in the shoulder region and the orbicularis oris and 
frontalis muscles in the face. Later the muscles of the 
arm, back, and hip girdle became involved. Men were 
usually more severely affected than women. 

The “‘ hip-girdle *’ form was present in 64 families. 
In 10 cases inheritance was obviously sex-linked and 
recessive, while in many of the remainder inheritance 
appeared to be autosomal and recessive. In 37 cases 
only the proband was affected, while in 15 cases only sibs 
were affected. In 5 families parental consanguinity was 
known to be present and in another 7 it was probably 
present, but in some at least of these families inheritance 
may well have been sex-linked. Even in the 12 families 
in which at least one woman was affected there was still 
an excess of affected males, suggesting either that there 
was incomplete manifestation in women of an auto- 
somal recessive or that the condition was due to a sex- 
linked gene occasionally manifesting itself in hetero- 
zygous women. The onset of the condition in the 
families with definite sex-linked recessive inheritance was, 
with few exceptions, before the third year of life. The 
muscles first affected were the glutaeus medius, the ilio- 
psoas group, the quadriceps femoris, and the adductors 
of the thigh, while at the same time the calves became 
hypertrophied. Next the back muscles, and later, within 
3 or 4 years of the onset of the disease, the shoulder- 
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girdle muscles were affected. Many of the children with 
this type of muscular dystrophy appeared mentally 
defective, and few reached 20 years of age. The clinical 
features of the partially autosomal recessive form were 
much more varied: onset was mostly between the 2nd 
and 40th years, the ilio-psoas, glutaeus, and quadriceps 
femoris muscles being first affected, then the back 
muscles and adductors and flexors of the thigh, and later 
still the muscles of the abdomen, leg, and shoulder-girdle; 
hypertrophy of the calves occurred earlier. 
C. O. Carter 


875. Heredity of Fibrosis of the Pancreas : Possible 
Mutation Rate of the Gene 

H. O. Goopman and S. C. Reep. American Journal of 
Human Genetics [Amer. J. hum. Genet.] 4, 59-71, June, 
1952. 20 refs. 


The authors have attempted to estimate the general 
frequency of fibrosis of the pancreas in three ways: 
(1) They sent a questionary to the members of the 
Society for Pediatric Research and the American 
Pediatric Society; replies showed that 1-75 per 1,000 
patients admitted to paediatric hospitals during 1945-9 
had fibrosis of the pancreas. (2) A similar inquiry 
among members of the American Board of Pediatrics 
revealed that of all newborn infants coming under their 
care in private practice since 1945, 1-06 per 1,000 de- 
veloped fibrosis of the pancreas, and that 42°% of these 
children died. .(3) They searched the death records of 
the Minnesota Department of Public Health for the 
period 1945-9 for probable cases of the disease under 
all likely diagnoses; 23 definite instances were found, and 
in 3 further instances a follow-up showed that the diag- 
nosis of fibrosis of the pancreas had been made in 
hospital before death, although not recorded on the 
death certificate; 2 of these, however, referred to 
children born before 1945 and so were excluded. From 
the known total live births in Minnesota in the period 
they calculated the minimum incidence of the disease 
as 0-16 per 1,000 live births, and by including a further 
74 death records which probably referred to fibrosis of 
the pancreas arrived at a total incidence of the disease, 
proved and probable, and adjusted for those still alive, 
of 234 cases or 0-68 per 1,000 live births. They consider 
that the first two methods would give a maximum figure 
and the third a minimum figure, so that the true incidence 
of the disease is considered to be probably between 0-7 
and 1-0 per 1,000 live births. 

Fibrosis of the pancreas is believed—on the basis of 
large-scale family studies in Boston, New York, and 
London—to be due to a recessive gene of full penetrance. 
Since it is also a lethal condition this implies a mutation 
rate for the gene concerned of between 0-7 x 10-3 and 
1-0 x 10-3—a very high rate, but not without parallels, for 
example, in sickle-cell anaemia (1 x 10-2) and thalass- 
aemia (4 x 10-4). C. O. Carter 
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876. Climate and Respiratory Infections 
B. B. Wappy. Lancet [Lancet] 2, 674-677, Oct. 4, 1952. 
2 figs., 20 refs. 


The author adduces strong evidence in support of the 
theory (originally propounded by Leonard Rogers in 
1925 for smallpox and pneumonia) that low absolute 
humidity is an important factor in the spread of airborne 
infections. The evidence is based on a study of out- 
breaks of meningococcal disease in the Gold Coast. 
In such tropical climates cerebrospinal fever is a disease 
of the dry season and of dry places; there, epidemics are 
cut short suddenly by wet weather. Areas which have 
a humid climate, on the other hand, are free from 
serious epidemics. In a temperate climate, as a contrast, 
cold, dry weather seems to favour the spread of airborne 
infection. A common factor in the production of 
epidemics in each case is low absolute humidity. When 
this is above 10 g. per cubic metre, for example, meningo- 
coccal infection appears to die out. In a temperate 
climate the air in winter has a low absolute humidity 
because of its low temperature, and in this respect it 
corresponds with the air of the tropical dry season. In 
both cases the air breathed into the lungs must absorb 
much moisture from the pharyngeal mucosa, and it is 
suggested that this drying process may lower the resist- 
ance of the mucosa to respiratory pathogens. [This 
is the main thesis of the paper and the figures in the 
tables appear to favour the author’s conclusion.] As a 
preventive measure the author suggests that the humidity 
of the indoor air in crowded places might be increased, 
although he admits that this might be useless in the 
absence of double glazing. 


[This is an excellent article.] H. Stanley Banks 


877. The Epidemiology of Brucellosis. (Epidemiologie 
des Brucelloses) 

J. Verce, M. Deparis, and B. ANTOINE. Presse Médicale 
[Pr. méd.] 60, 1338-1341, Oct. 8, 1952. Bibliography. 


Since the pioneer observation of Bruce (1887) followed 
by the work of Zammit (1904) on classic Mediterranean 
fever, evidence of the world-wide distribution and eco- 
nomic importance of brucellosis has been steadily accumu- 
lating. In this paper present knowledge concerning the 
epidemiology of Brucella infections is rapidly reviewed. 

The authors, casting a cold eye on official statistics, 
consider that infection with the three main types of 
Brucella (Br. melitensis, Br. abortus, and Br. suis) is far 
more widespread than has hitherto been acknowledged. 
They incriminate numerous vectors and fomites, but 
make it plain that simple uncleanliness by those liable to 
exposure is the commonest cause of infection. However, 
veterinary surgeons are especially prone to infection, the 
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greatest risk resulting from exposure to genital secretions 
from a sick animal, though urine, faeces, and milk may 
all carry the bacteria. The danger of infected cheese is 
also stressed [though the authors are careful to exonerate 
their native Roquefort]. Infection is possible by simple 
contact with unbroken skin [no very clear evidence of 
this, however, is provided], by inhalation, or by infected 
material coming in contact with any mucous surface. 
Direct animal contact is held responsible for spread of 
the disease in agricultural districts, whereas cases occur- 
ring in towns are most often caused by consumption of 
contaminated food. 

The authors briefly discuss methods of diagnosis, 
stressing the simplicity of the “ ring ’’ test (Bang’s Ring- 
probe), which depends on agglutination of a coloured 
antigen. Regarding treatment they tend to be mildly 


pessimistic owing to the great frequency of relapses — 


which follow any vaunted specific. In their opinion the 

best line of attack is the combination of an antibiotic 

(streptomycin is recommended) with a specific vaccine. 

[This interesting paper contains much material that 

may well be unfamiliar ‘in Great Britain, as brucellosis 

appears to be a disease of major importance in France.] 
Joseph Ellison 


878 An _ Explosive Outbreak of Salmonella typhi- 
murium Food Poisoning in Lianelly 

W. Kwantes. Monthly Bulletin of the Ministry of 
Health, etc. (Mon. Bull. Min. Hlth] 11, 239-248, Oct., 
1952. 3 figs., 5 refs. 


An outbreak of food poisoning due to Salmonella 
typhimurium affecting over 200 people is described, which 
was spread by cakes containing synthetic cream, samples 
of which were still available and found to be infected. 
The range and distribution of incubation periods are 


recorded, and also those of the duration of excretion of — 


the bacillus. The proportion of cases remaining in- 

fected fell at a constant rate (47% per week). How the 

cream cakes became infected could not be established. 
Scott Thomson 


INDUSTRIAL TOXICOLOGY 


879. Malignant Nephrosclerosis due to Chronic In- 
dustrial Lead Poisoning. (Die maligne Nephrosklerose 
als Endzustand der chronischen gewerblichen Blei- 
intoxikation) 

K. Grosporrer. Mitteilungen der Osterreichischen 
Sanitdtsverwaltung (Mitt. Ost. Sanit Verwalt.] 53, 247-249, 
Oct. 15, 1952. 1 ref. 


That advanced chronic nephritis is now rarely found 
in lead workers is largely due to the statutory measures 
adopted for their protection. The 3 patients whose 
cases are here recorded had each had prolonged industrial 
exposure to lead, and during the early years medical 
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supervision was quite inadequate. Two of the men were 
employed in the recovery of lead from the gases evolved 
from the roasting ovens, hearths, and blast furnaces of 
a lead works. The fumes were led through pipes 40 cm. 
(16 in.) in diameter threaded with a high-tension cable 
whereby the dust, consisting of metallic lead, lead oxide, 
and lead sulphide, was ionized and deposited on the 
inner wall of the piping and on the cable itself, to be 
knocked off later. Exposure was severe. One man had 
been employed here continuously for 16 years, and the 
other for 22 years except for an interval of 2 years 
following an acute attack of lead poisoning. The symp- 
toms of hyperpiesis eventually caused each of these 
men to consult his doctor, the blood pressure being 
240/120 mm. Hg in the one and 250/160 mm. Hg in 
the other. 

At this stage their conditions were very similar, with 
headache, backache, defective vision (due to albuminuric 
retinitis), slight anaemia (though no stippled cells could 
be found), and albuminuria, the urine containing a few 
erythrocytes, leucocytes, and epithelial cells. One man 
carried on at light work, his working capacity being 
reduced by 75%, and a year later his condition showed 
little change. The other had two attacks of epileptiform 
convulsions and died within a year of diagnosis. At 
necropsy there was marked hypertrophy of the left 
ventricle of the heart and the changes typical of an intra- 
capillary glomerulonephritis, many of the glomeruli being 
completely hyalinized and obliterated, while the arterioles 
were markedly sclerotic, the vasa afferentia alone escaping 
this change. It could not be determined whether the 
primary change had been a glomerulonephritis or a 
capillary injury due to the toxicity of lead. 

The third man, aged 44, had been employed for 25 
years at a lead-paint factory on the various processes 
(which are described) in the production of white lead 
(2 PbCO; . Pb(OH)>), which, although almost insoluble 
in water, is sufficiently soluble in the body fluids to be 
toxic. He suffered recurrent attacks of acute lead 
poisoning in 1927, 1930, ard 1934. In 1938 an increase 
was found in the number of stippled erythrocytes in his 
blood, and severe hypertension with cardiac insufficiency 
developed. By December, 1949, his heart was dilated, 
his joints were swollen, and he had constant albuminuria. 
He died from uraemia in February, 1950. His death 
was attributable to failure to recognize that his recurrent 
attacks of acute intoxication indicated a susceptibility to 
lead which required his removal from contact with the 
metal at an early stage. 

These three cases emphasize the importance of regular 
and thorough medical supervision of all lead workers, 
and of their removal from hazard at the first suspicion 
of warning symptoms related to the urinary system. 
The issue may be fatal without the appearance of other 
classic signs of lead intoxication. 

M. A. Dobbin Crawford 


‘80. Anticholinesterase Activity of Tributyl Phosphate 

J. C. Sapine and F. N. Hayes. Archives of Industrial 
H.giene and Occupational Medicine [Arch. industr. Hyg. 
occup. Med.) 6, 174-177, Aug., 1952., 4 refs. 


881. Toxicological Studies of Certain Substitutes for 
Benzene as a Solvent. I. Cyclohexane. (Recherches 
toxicologiques sur les solvants de remplacement du 
benzéne. I. Etude du cyclohexane) 

R. Fasre, R. TRUHAUT, and M. PERON. Archives des 
Maladies Professionnelles [Arch. Mal. prof.| 13, 437-448, 
1952. 22refs. . 

At the toxicological laboratory of the Faculty of 
Pharmacy, Paris, the authors have studied the toxicity 
of “cyclohexane” (hexamethylene), used as a sub- 
stitute for benzene as a solvent in industry. No record 
has been found of industrial intoxication by cyclohexane. 
In experimental animals the lethal dose and the narcotic 
dose have been determined and the literature is here 
reviewed. The maximum allowable concentration is 
400 p.p.m., which is about 12 times greater than that of 
benzene. 

In rabbits chronic exposure (8 hours per day for 40 
days) to atmospheres containing amounts varying from 
2-7 mg. to 22 mg. of cyclohexane per litre of air produced 
no sign of intoxication other than a slight irritation of the 
conjunctiva at the highest concentrations. No nervous 
symptoms appeared, there was no gastro-intestinal dis- 
turbance, and the animals gained steadily in weight. 
The blood cells showed no significant alteration, and 
no toxic effects were discovered in the bone marrow of 
the femur. Rats similarly exposed to cyclohexane in 
concentrations up to 18 mg. per litre of air also showed 
no alteration in the blood cells. The blood coagulation 
time, however, was prolonged in all these animals, but 
the cause was not discovered; no diminution could be 
found in the amounts of prothrombin or of calcium or 
in the number of thrombocytes in the blood. The 
methods of estimation are described. In contrast, when 
rabbits were exposed to an atmosphere containing 
benzene at a concentration of 9-5 mg. per litre of air a 
marked granulocytopenia developed, toxic granules 
appearing in the polymorphonuclear cells. 

Cutaneous application of cyclohexane to rabbits for 
30 days caused local loss of hair, with drying and fissuring 
of the skin, but no changes in the blood cells. But in 
2 rabbits the subcutaneous injection of 2 ml. of cyclo- 
hexane daily for 20 consecutive days resulted in a 
monocytosis; on the 10th day the monocytes had 
increased from 3 to 18 per c.mm. in one rabbit, and 
in the other from 4 to 14 monocytes per c.mm. Some 
of these cells, moreover, were aberrant, having slightly 
basophilic protoplasm with eosinophilic flecks and an 
irregular nucleus. The erythrocytes were unaltered, 
however, and no normoblasts were found. Post mortem 
no toxic effects could be found in the liver or kidneys of 
these animals. Only the lungs showed some congestion 
in rabbits which had been exposed for 60 periods of 8 
hours to an atmosphere containing 22 mg. of cyclohexane 
per litre of air, but there was no pulmonary oedema in 
these animals. 

The literature dealing with the metabolism of cyclo- 
hexane is reviewed; both cyclohexanane and adipic acid 
are metabolites. Incubation of cyclohexane at 37°C. 
with emulsified liver or kidney pulp produced no benzene, 
but did produce a compound which gave the reactions for 
cyclohexanane; about 50 yg. of this compound was 
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obtained from 1 mg. of cyclohexane. It is concluded 
that, in so far as the results of animal experiments can 
be applied to man, cyclohexane can be recommended by 
the toxicologist as a safe substitute for benzene. 

M. A. Dobbin Crawford 


INDUSTRIAL MEDICINE 


882. Does Silicosis Protect against Carcinoma of the 
Lung? (Schiitzt die Silikose vor Lungenkrebs ?) 

S. SpORLEIN. Zentralblatt fiir allgemeine Pathologie und 
pathologische Anatomie [Zbl. allg. Path. path. Anat.] 89, 
197-200, Oct. 30, 1952. 27 refs. 


Silicosis was found in 383 cases out of 24,571 necropsies 
performed at Wiirzburg University between 1930 and 
1947. In only 7 (1°8%) of these 383 cases was there 
evidence of bronchial carcinoma. On the basis of pre- 
vious statistics it is calculated that five to six times as 
many might have been expected if the presence of silicosis 
were without effect on the occurrence of carcinoma of 
the lung. 

Further evidence of such an effect is supplied by the 
relationship between the incidence of bronchial carcinoma 
and the severity of the silicosis. There were 5 cases of 
bronchial carcinoma among 91 subjects with slight 
silicosis, 2 among 105 with moderate silicosis, and none 
among 187 with severe silicosis. It is concluded, there- 
fore, that contrary to the findings of Klotz, but in 
agreement with those of Meiklejohn, of Leicher, and of 
Ehrhardt, silicosis, and consequently silicic acid, far from 
predisposing to the development of bronchial carcinoma, 
definitely protects against it. J. R. Bignall 


883. The Mobility of Pneumoconiotic Deposits 

P. Gross and J. H. U. Brown. American Journal of 
Clinical Pathology {Amer. J. clin. Path.| 22, 821-832, 
Sept., 1952. 8 figs., 9 refs. 


At the Mellon Institute and St. Joseph’s Hospital, 
Pittsburgh, Pennsylvania, the authors have investigated 
the mobility of dust deposits in the lungs of animals and 
man. Antimony trioxide, iron oxide, and carbon dusts 
were administered to rats by inhalation and intratracheal 
injection. In the lungs of animals which died of in- 
cidental pneumonia the dust deposits were fragmented 
and “ granular’ and there were extracellular particles 
scattered throughout the alveolar exudate, whereas in 
the lungs of animals without pneumonia the dust was 
seen to be intracellular and in well-defined interstitial 
deposits. 

The human material was obtained from 83 consecutive 
routine necropsies. [It was therefore not from cases of 
pneumoconiosis in the ordinary sense of the word, though 
apparently all the subjects were town dwellers in an 
industrial area.] There were significant anthracotic dust 
deposits in the lungs in 78% of cases. In 20% the pig- 
ment deposits were sharp and smooth in outline, whereas 
in 58% they were ragged and granular. In the latter 
case extracellular particles were found in the surrounding 
alveoli and especially in subpleural deposits, and were 
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also found invading the walls of blood vessels. Alveolar 
oedema was found in 80% of the cases with granular 
disintegration of the pigment deposits and in only 40% 
of the remainder. 

The authors consider these appearances to indicate 
that mobilization of dust deposits occurs, and is due 
chiefly to the presence of oedema fluid. They claim 
that their observations show that dust particles can move 
through the lung tissue without being carried in macro- 
phages, and argue that, if this is so, inhaled dust particles 
may enter the lung parenchyma without requiring trans- 
port by phagocytic cells. They also suggest that this 
further distribution of dust from the original foci of 
deposition in the course of pulmonary inflammation may 
account for the reputed severity of pneumonia in cases 
of pneumoconiosis, the dispersed dust particles being 
supposedly capable of producing inflammation in the 
new sites to which they are transported. 

C. M. Fletcher 


884. Some Effects of Paid Sick Leave on Sickness 
Absence 

R. A. DENERLEY. British Journal of Industrial Medicine 
[Brit. J. industr. Med.] 9, 275-280, Oct., 1952. 


The author discusses the effect on sickness absence of 
two schemes for the payment of wages during illness and 
injury. In September, 1948, a company (A) with 40,000 
employees introduced a sickness-benefit scheme for all 
workers with 6 months’ service. Another company (B) 
had paid sickness benefit since 1928 to workers who, 
on the basis of personal qualities, were selected for 
establishment the established workers numbering 
20,000 and the non-established 40,000. In the year 
before company A’s scheme began, time lost through 
sickness in that company amounted to 2:6% of the 
working days, and was similar to that lost by non- 
established workers in company B. Immediately benefit 
started the time lost rose rapidly to 6-1% in the following 
12 months. A strong financial incentive to employees 
to stay at work, which operated in one department, kept 
the absence rate at pre-benefit level; when the incentive 
was removed the rate climbed steeply to the level in the 
company’s other departments. 

From 1947 to 1949 the absence rate among established 
men in company B was roughly double that among the 
non-established. Because of an average age difference 
of 10 years between the two groups, the absence rate was 
further analysed at one factory with 1,000 established 
and 2,500 non-established men. In both groups absence 


_increased with age, but comparison of the rates for each 


age group still showed a higher rate among the established 
workers. 

Part of the observed difference appears justifiable, since 
the schemes removed the economic need for the employee 
to remain at work when unwell or to resume work too 
soon, thus lessening the likelihood of more serious illness 
later. There was evidence, however, from company B 
of abuse of the scheme by some employees, particularly 
by newly-established workers. H. F. King 


See also Pathology, Abstract 632. 


Forensic Medicine and Toxicology 


885. Acrodynia following Ingestion of Mercurial Oint- 
ment 

F. N. SiI-vERMAN and H. A. Cassapy. New England 
Journal of Medicine [New Engl. J. Med.| 247, 343-346, 
Sept. 4, 1952. 4 figs., 4 refs. 


The authors report 2 cases of acrodynia developing 
after the ingestion of ammoniated mercury ointment. 
In one case the developing dental follicles of some of 
the permanent teeth were destroyed at the time of the 
acute intoxication, when the patient was aged 24 years. 

P. Mestitz 


886. Acute Ethylene Glycol Poisoning Treated with 
Calcium Salts 
A. P. Grant. Lancet [Lancet] 2, 1252-1253, Dec. 27, 
1952. 5 refs. 


887. Cardiovascular Symptoms in an Outbreak of Mass 
Ergot Poisoning from Contaminated Bread. (Le syndrome 
cardio-vasculaire d’une intoxication collective par le 
pain) 

G. GirauD and H. Latour. Archives des Maladies du 
Ceur et des Vaisseaux [Arch. Mal. Ceur] 45, 865-871, 
Oct., 1952. 


In this paper the authors discuss the cardiovascular 
disturbances noted in 230 people affected by the outbreak 
of ergotism at Pont-Saint-Esprit in the autumn of 1951, 
as previously reported (Bull. Acad. nat. Méd., Paris, 1952, 
136, 422 and 465; Abstracts of World Medicine, 1953, 
13, 78 and 79). 

The initial manifestations were those of hypotension 
and bradycardia. They occurred in all the cases and 
appeared within the first few days. In this stage the 
highest pulse rate recorded was 55 beats per minute, 
and rates of 30 to 40 per minute were not rare. Electro- 
cardiograms showed sinus rhythm, but ectopic beets 
were not seen. The blood pressure in many cases fell 
to half the known previous value, and systolic pressures 
under 60 mm. Hg were seen in children and young adults. 
The hypotension was unaffected by pressor drugs. Con- 
currently, hypothermia, sweating, and mydriasis were 
noted. The authors consider that these arise as a result 
of toxigenic damage to autonomic centres in the brain- 
stem, and suggest that the cardiovascular features were 
due to the same cause. In an [unstated] number of cases 
this circulatory collapse was profound and eventually 
fatal. But in the majority the pulse rate and blood 
pressure soon returned to normal levels. Following this, 
marked lability of the peripheral circulation developed, 
vasoconstriction of the extremities alternating with vaso- 
dilatation. In this stage Raynaud’s phenomenon, inter- 
mittent claudication, and retinal artery spasm (leading to 
visual disturbances) were observed, and in 2 cases peri- 
pheral gangrene occurred. 

Cutaneous eruptions (fully described in the earlier 
papers) were seen in the territory of the vasomotor 


disturbances. The only haemorrhagic manifestation 
observed was metrorrhagia. The authors consider that 
the site of vascular damage was the arteriolo-capillary 
zone, and that this accounted for the rashes and metro- 
rrhagia as well as the circulatory phenomena. The sub- 
sequent course was characterized by remissions and 
relapses, with eventually complete resolution except in 
the 5 cases which ended fatally. Mental instability was 
common, and the deaths occurred during a phase of 
intense agitation. D. Weitzman 


888. Pancreatitis in Methyl Alcohol Poisoning 

I. L. BENNETT, T. C. NATION, and J. F. OLLEY. Journal 
of Laboratory and Clintcal Medicine [J. Lab. clin. Med.) 
40, 405-409, Sept., 1952. 1 fig., 9 refs. 


At the Grady Memorial Hospital, Atlanta, Georgia, 
during a 5-day period in October, 1951, more than 300 
patients were treated for poisoning after drinking 
whisky containing 35°%% methyl alcohol. They com- 
plained of visual disturbances, severe abdominal pain, 
nausea, headache, and central nervous manifestations 
ranging from dizziness to convulsions and coma. In 
many patients acidosis was present, the mechanism 
of which is not completely understood; it is believed 
that the breakdown products of methyl alcohol in the 
body are formic acid and formaldehyde and that these 
may play some role in the production of the acidosis. 
The authors specially stress the occurrence of pancreatitis 
following the ingestion of methyl alcohol in these cases, 
a complication of which they found only two previous 
mentions in the literature. 

Serum amylase estimations were performed in 14, 
patients selected at random from those in this series, 
all of whom were suffering from severe intoxication and 
acidosis. They were given infusions of 3 to 5% sodium 
bicarbonate solutions which restored the blood alkali 
reserve to normal levels. In 10 out of the 14 cases 
the amylase values were above 300 units, normal values 
being between 50 and 200. The serum amylase level 
returned rapidly to normal with convalescence except 
in one case in which the amylase level was 392 units; 
this patient died and at necropsy extensive necrosis of 
the pancreas was found. In 13 out of 17 cases histo- 
logical examination showed pancreatitis, the lesions 
varying from scattered areas of acinar destruction with 
oedema of the stroma to a striking haemorrhagic necrosis. 
The findings suggest that the greatest part of the damage 
is secondary to vascular injury and haemorrhage. From 
their findings the authors feel justified in assuming that 
one of the features of methyl alcohol poisoning is 
pancreatic damage. They suggest that pancreatitis might 
be the cause of the severe abdominal pain which accom- 
panied the intoxication in many of these cases. The 
role of acidosis in the production of pancreatitis in methyl 
alcohol poisoning remains to be determined. 

E. Forrai 
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Anaesthetics 


889. Anaesthesia for Cerebral Angiography 
I. C. Geppes. British Journal of Anaesthesia [Brit. J. 
Anaesth. 24, 252-266, Oct., 1952. 10 figs., 25 refs. 


The history of cerebral angiography since its intro- 
duction in 1927 is briefly reviewed. At the United 
Liverpool Hospitals the author has used the percutaneous 
method for the injection of 40% diodone into the common 
carotid artery. The technique is described and it is 
pointed out that under local analgesia the patient may 
undergo considerable discomfort. Unless the patient is 
cooperative and remains perfectly still after injection 
the radiographic images will be blurred. Hence in this 
series of 169 angiograms in 102 patients, 39 of the patients 
were examined under a general anaesthetic. 

Anaesthesia is induced with thiopentone and then 
gallamine triethiodide is injected through the needle, 
which is strapped to the arm. Oral intubation is 
carried out after 2°, amethocaine has been sprayed on 
to the vocal cords under direct vision. Anaesthesia is 
maintained with 70% nitrous oxide and 30° oxygen plus 
minimal trichlorethylene, using a Boyle’s machine. It is 
essential that intubation should be performed without 
coughing or straining in order to prevent the neck veins 
from becoming distended as they might then be liable 
to damage during the injection; also there must be no 
straining once the artery has been entered or the point of 
the needle may be dislodged. The time taken over the 
whole procedure may be considerable and hence the 
author prefers to use gallamine rather than succinyl- 
choline, to lessen the danger of apnoea and to give a 
smoother plane of anaesthesia. The complications of 
cerebral angiography are: haematoma from accidental 
damage to a vein or puncture of an artery, cerebral 
haemorrhage, hypotension following the diodone in- 
jection, cerebral thrombosis, and prolonged unconscious- 
ness, which occurred in 2 of the author's cases. 

A. M. Hutton 


890. Acute Circulatory Failure during Surgical 
Operations 

J. F. Dark, T. Dinspace, A. N. GUTHKELCH, and 
L. P. LassMan. British Medical Journal [Brit. med. J.} 
2, 533-535, Sept. 6, 1952. 10 refs. 


In cases of arrest of the heart in the operating theatre 
due primarily to the anaesthetic agent or to technique 
an attempt must be made immediately to re-establish 
the circulation by cardiac massage. The authors de- 
scribe a routine which has been successful in 3 cases 
and which, they suggest, ‘“‘ should be put into practice 
the moment there is a real suspicion of an impending 
catastrophe’. It is as follows. (1) Anaesthesia is not 
induced until the surgeon is scrubbing up if there is 
anything in the patient’s preoperative condition which 
suggests possible anaesthetic difficulty. (2) If the cir- 
culation becomes greatly impaired during operation, the 


anaesthetist gives the alarm to the whole theatre and 
directs the emergency measures. The authors regard 
cyanosis with pallor on the exposed parts of the body 
as indicating this condition. (3) The lungs are inflated 
with pure oxygen throughout the emergency. (4) If the 
heart has stopped and does not re-start after 3 or 4 
oxygen inflations the surgeon massages the heart through 
a midline epigastric incision. (5) During massage 9-5 
ml. of 1% procaine with 0-5 ml. of 1-in-100 adrenaline is 
injected into the right auricle. (6) Cardiac massage and 
oxygen inflation are continued until the circulation is re- 
established or until further treatment is useless. 

The essential feature of this routine is that once cardiac 
arrest has occurred the measures for resuscitation are 
controlled not by the surgeon, but by the anaesthetist. 

E. K. Brownrigg 


891. The Use of iso-Propyl Chloride for Brief General 
Anaesthesia in 200 Minor Surgical Cases. (Erfahrungs- 
bericht iber 200 Kurznarkosen mit Isopropylchlorid in 
der kleinen Chirurgie) 

H. WissFeLp. Bruns’ Beitrdge zur klinischen Chirurgie 
(Beitr. klin. Chir.] 185, 62-67, 1952. 5 refs. 


892. The Estimation and Comparison of Histamine 
Release by Muscle Relaxants in Man 

W. Sniper. British Journal of Anaesthesia [Brit. J. 
Anaesth.] 24, 232-237, Oct., 1952. 4 refs. 


Most muscle relaxants release some histamine, and as 
histamine release causes bronchospasm, a fall in blood 
pressure, or both, this may be of serious import in 
anaesthesia. This investigation at the Victoria Infirmary, 
Glasgow, was based on the observed fact that the intra- 
dermal injection of histamine, or of a substance which 
releases histamine, produces in man a weal and flare in 
the skin at the site of injection, and that the size of the 
weal is proportional to the amount of histamine released. 
Commercial preparations of various relaxants were in- 
jected intradermally into patients under thiopentone, 
nitrous-oxide—oxygen, and trichlorethylene anaesthesia 
and the weals measured after 5 minutes. Groups of 
10 patients were tested with each relaxant, and 10 
formed a control group given injections of distilled 
water. The results were tabulated according to the size 
of the weal in square millimetres. It was shown that 
p-tubocurarine chloride released the largest amount of 
histamine, followed in descending order by dimethyl- 
tubocurarine iodide, gallamine triethiodide, and deca- 
methonium iodide. A. M. Hutton 


893. Clinical Experiences with Succinyicholine Chloride, 
a New Ultra-rapid Relaxant 

F. W. Roserts. South African Medical Journal [S. Afr. 
med. J.] 26, 636-637, Aug. 2, 1952. 5 refs. 
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894. Calcifying Tendinitis of the Shoulder. A Critical 
Study of the Value of X-ray Therapy 

H. P. PLENK. Radiology [Radiology] 59, 384-389, Sept., 
1952. 3 figs., 12 refs. 


The author points out that conflicting reports appear 
in the literature on the efficacy of x-ray treatment in 
calcifying tendinitis of the shoulder. In some reported 
series 70 to 100°% of patients benefited from irradiation; 
in others the disease was said to be self-limiting and the 
patients improved without treatment. The site of calcifi- 
cation in the shoulder is discussed together with the 
natural history of the disease. 

A controlled experiment was carried out on 38 patients 
with calcification in the shoulder, 21 being given x-ray 
treatment and 17 serving as controls. A ‘ mock” 
treatment was given to the controls by excluding the 
radiation with a lead shutter; the treated patients were 
given three small doses of high-voltage x rays on alternate 
days. The two groups were similar in age and sex distri- 
bution and in the duration and type of symptoms. All 
the patients were followed up for a period of 6 weeks 
after treatment. Equally satisfactory results were 
obtained in the treated and control groups, irrespective 
of whether the pain was acute or chronic. The author 
states that he is ‘* forced to conclude that calcifying 
tendinitis of the shoulder is essentially a self-limiting 
disease *’. R. D. S. Rhys-Lewis 


895. Rotational Scanning of Breast Malignancies with 
Supervoltage Radiation 

H. F. Hare, J.G. TRumMp, and E.W. WEBSTER. American 
Journal of Roentgenology, Radium Therapy and Nuclear 
Medicine [Amer. J. Roentgenol.] 68, 435-447, Sept., 1952. 
9 figs., 28 refs. 


The authors emphasize that if irradiation is to succeed 
in the treatment of mammary cancer the tumour dose 
must be adequate and the region treated must include 
the breast, axilla and supraclavicular fossa, and the 
internal mammary nodes. After discussing the doses 
given by other workers, they conclude that 4,000 r in 
40 days is not an adequate tumour dose, but that cure 
becomes more likely when 4,900 r is exceeded. They 
give 6,000 r in 40 days, using 2-MeV radiation. 

The authors’ technique incorporates a horizontal beam 
of rectangular cross-section, approximately 20 cm. in 
height by 5 cm. in width. Presumably to enable them 
to utilize rotation-therapy equipment already available, 
they cut off most of a large beam and use only a vertical 
strip at one edge of the beam. The medial side of this 
Strip beam is shaped to give greater width at the top in 
order to conform to the profile of the average lung. 
With the central axis of the full beam passing through 
the centre of the lung, the emerging radiation on rotation 


treats the chest wall, breast, mediastinum, and only the 
most superficial part of the lung. The dose distribution 
through the treated layer of tissue is made more uniform 
by means of a stepped filter across the beam. With the 
smaller cross-section the upper part of the chest would 
get a higher dose than the lower unless some correction 
were made, so another stepped filter is used towards the 
upper part of the beam. A separate rotation is employed 
for the supraclavicular fossa. At the time of the report 
9 out of 10 patients were alive 5 to 15 months after 
treatment by this method. J. M. W. Gibson 


896. Results of Radiation Therapy for Bronchogenic 
Carcinoma, A Statistical Analysis of 125 Cases 

B. P. ADELMAN. Radiology [Radiology] 59, 390-398, 
Sept., 1952. 43 refs. 


The author has analysed the value of radiation therapy 
as a palliative measure in a series of 125 patients (out of 
a total of 216) with bronchogenic carcinoma treated at 
the Temple University Hospital, Philadelphia, between 
1931 and 1949 inclusive. 

The clinical and pathological features observed in these 
125 cases were, in general, similar to those described by 
other workers, the most common type of tumour being 
squamous-celled carcinoma. The average age of the 
patients was 54 years, and the average time from the 
onset of symptoms to diagnosis was 64 months. The 
patients were treated by conventional methods, and a 
dose of 2,000 r to 3,000 r was given where only palliation 
was attempted and as much as 5,000 r in more hopeful 
cases. 

An analysis of factors affecting survival revealed 
that the age of the patient at the time of onset of the 
disease, the sex, and the duration of symptoms before 
treatment did not appear to be'significant. There was a 
slight variation in survival time according to the type of 
tumour, patients with undifferentiated carcinoma sur- 
viving on the average 5-5 months, those with squamous- 
celled carcinoma 7:1 months, and those with adeno- 
carcinoma, who also tended to have the longest history, 
8 months. With a tumour dose up to 5,000 r there 
appeared to be some increase in the period of survival, 
but the author does not consider, on statistical analysis, 
that this was significant. R. D. S. Rhys-Lewis 


897. Experience with Grid Therapy 
W. V. TENZEL. Radiology [Radiology] 59, 399-407, 
Sept., 1952. 7 figs., 12 refs. 


The results of irradiation through a grid in 10 cases 
are presented. The selection of cases for grid therapy is 
discussed, as are the method of applying the grid, the 
daily and total dosage, and some of the complications 
of treatment. The skin and tumor doses under the open 
and closed ports have been calculated and the skin re- 
action described. 
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Experience to date seems to indicate that grid therapy 
is an important contribution to radiotherapy technics. 
By this method, favorable therapeutic results were 
obtained in several patients with inoperable and exten- 
sive cancer. The full value of this method can be 
assessed only after a large number of observations 
extending over many years.—[Author’s summary.] 


RADIODIAGNOSIS 


898. Contrast Investigations on the Effect of Carotid— 
Jugular Fistulae in Children with Cerebral Lesions. [In 
English] 
H. Larsson and I. Se.vey. Acta Radiologica [Acta 
radiol., Stockh.) 38, 173-184, Sept., 1952. 10 figs., 
11 refs. 


Beck et al. (J. Pediat., 1949, 35, 317) have described a 
method by which blood might be supplied to the cerebral 
cortex through the venous channels in children with 
brain lesions supposedly due to an inadequate blood 
supply, an anastomosis being made between the common 
carotid artery and the internal jugular vein, and the vein 
being ligated below the anastomosis. In this way it was 
hoped to force arterial blood to flow in a retrograde 
direction through the transverse sinus and sagittal sinus 
into the cortical veins, and thus to obtain an increased 
supply of arterial blood to the capillaries of the cerebral 
cortex. They claimed to have obtained clinical improve- 
ment in 33% of their cases, complications occurring 
in 15%. 

The value of this procedure was investigated at the 
Children’s Hospital, Gothenburg, Sweden, in 14 cases, 
the present paper dealing with the radiological part of 
the investigation, in which cerebral angiography was 
carried out before and after the operation to determine 
whether any changes had occurred in the cerebral cir- 
culation. This was supplemented by oxygen analyses of 
the blood. Before operation direct sinography through 
the superior sagittal sinus and bilateral carotid angio- 
graphy were performed in all cases, while in addition 
retrograde jugular sinography was performed in 2 cases. 
After operation direct sinography was performed in 3 
cases, and retrograde sinography in 5. Arteriography 
was performed at the time of operation in 6 cases, and 
some weeks later in 8. Direct sinography revealed no 
significant change except that after operation the vertebral 
plexus and mastoid emissary veins were seen to fill with 
contrast, which was not seen in the preoperative sino- 
grams. Postoperative retrograde sinography in no case 
showed filling as far as the sagittal sinus, despite the 
anastomosis with the arterial blood stream and the high 
pressure of injection; in 2 cases limited filling of intra- 
cranial veins was seen. The postoperative arteriograms 
similarly showed no simultaneous retrograde filling of 
the venous system as far as the sagittal sinus. In 
only 7 cases could any contrast medium be seen flow- 
ing through the anastomosis into the internal jugular 
vein. 

Angiography can give only a rough impression of the 
circulation, as the concentration of the contrast medium 
must reach a certain level before it becomes visible on 
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the film. However, in these cases the oxygen analyses 
were in striking agreement with the x-ray findings, since 
in only 2 cases did they show that arterial blood reached 
the sagittal sinus; and it is pointed out that this does not 
imply that arterial blood ever reached the capillary net- 
work of the brain. It is therefore concluded that, with 
the operation in its present form, arterial blood cannot 
be forced up the jugular vein into the cortical veins. 
This is in accordance with the clinical finding that prac- 
tically no improvement resulted from the operation. 
J. V. Crawford 


899. Extraperitoneal Pneumography 

H. L. STemnBACH, R. P. Lyon, D. R. Smitn, and E. R. 
MILLER. Radiology [Radiology] 59, 167-176, Aug., 1952. 
16 figs., 10 refs. 


As an alternative to direct perirenal insufflation the 
authors carry out retroperitoneal pneumography by pre- 
sacral injection, a procedure they consider to be safe. 
They refer to the original work of Rivas, who chose the 
retrorectal tissue as the injection site because it is devoid 
of large vessels and close to the posterior abdominal 
retroperitoneal tissue, and to the series of 1,500 cases 
collected by Mosca in which extraperitoneal pneumo- 
graphy was performed without fatal complication. 

The patient is placed in the lateral position with flexed 
hips, or, for the obese, in the lithotomy position. A 
spinal needle is inserted midway between anus and 
coccyx; when the needle touches the tip of the coccyx 
it is redirected along the anterior surface and passed 
1 in. (2-5 cm.) deep to the anococcygeal raphe. A finger 
in the rectum assists positioning of the needle. If the 
rectum is penetrated or blood withdrawn after per- 
foration of the raphe the examination is postponed for 
24 hours. If no blood is withdrawn a little air is first 
injected; if necessary the needle is adjusted until this 
enters easily. Insufflation with oxygen at a pressure of 
15 to 20 cm. of water is then performed, a pneumothorax 
refill apparatus being used. For the examination of 
one side 7:5 ml. per kg. body weight is required, the 
side under consideration being kept uppermost. This 
should be the procedure even when both sides are to be 
filled, the results in the prone position being less certain. 
Subcutaneous perineal emphysema indicates that the 
needle is still outside the anococcygeal raphe. Animal 
experiments indicate that the effects of air embolism can 
be mitigated by the use of the left lateral position if any 
untoward features are noted. 

Radiographs are taken on completion of injection, but 
in the majority of cases the best results are obtained 
about 2 hours later. Stereoscopic films and tomograms 
are often helpful. The pelvic and abdominal viscera, 
including the liver and spleen, can be seen, although the 
main purpose is the demonstration of renal and adrenal- 
gland lesions. Kenneth A. Rowley 


900. Observer Error in the Interpretation of Chest Films. 
An International Investigation 

A. L. Cocurane and L. H. GARLAND. Lancet [Lancet] 
2, 505-508, Sept. 13, 1952. 6 refs. 


See also Cardiovascular Disorders, Abstract 745. 
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Abscess, cerebral, diagnosis with radioactive 
silver, 2 

Absenteeism due to sickness, effects of paid 
sick leave on, 260 

ACTH, see Corticotrophin 

Addison’s disease with rheumatoid arthritis: 
cortisone, corticotrophin, and deoxy- 
cortone in, 234 

Adrenaline-induced eosinopenia, mechanism, 


234 
Albumin, serum, radioactive iodinated, in 
evaluation of peripheral circulation, 219 

Alcoholism, chronic, apomorphine in, 249 

—, —, blood ketone concentration in, 249 

Alimentary tract, intrathoracic duplications 
communicating with small intestine, 254 

Alkalosis, hypochloraemic, induction by mer- 
curial diuretics in congestive heart failure, 
216 

Allen’s test in polycythaemia vera, inter- 
pretation, 223 

Allergy, 203 

—, gastro-intestinal, 203 

Amidone, clinical assessment, 187 

Amidopyrine, antispasmodic action, 187 

Amino-acid nitrogen. content of blood in 
fibrocystic disease of pancreas, 178 

Amniotic fluid administration in dehydration 
of infants, 204 
— as substitute for ultrafiltrate of blood 
serum, 204 

Anaemia, pernicious, endemic occurrence, 

—, —, prolonged vitamin B,2 therapy, 223 

Anaesthesia for cerebral angiography, 262 

Anaethetics, 262 : 

Analgesics, synthetic, comparison, 187 

Angina pectoris, prognosis, 218 

Angiocardiography in mitral disease, 214 

Angiography, cerebral, anaesthesia for, 262 

Anoxia of cyanotic congenital heart disease, 
compensatory mechanisms for, 213 

Antibiotics in food preservation, 190 . 

-- and sulphonamides combined, bacterio- 
static action, 188 

Antifoaming agents in pulmonary oedema, 
185 

Antihistaminics, see Histamine antagonists 

Antitoxic sera, potential transfusion hazard 
of blood-group substance in, 221 7 

Anuria, acute, extracorporeal dialysis of 
blood in, 231 

Aorta intima, structural alterations in infancy 
and childhood, 180 

Apomorphine in chronic alcoholism, 249 

Apresoline ”, see L-Hydrazinophthalazine 

Arachnoiditis, spinal, in streptomycin-treated 
tuberculous meningitis, 198 

Arrhythmia, supraventricular, oral procaine 
amide in, 215 

-, toxic ventricular, procaine amide in, 184 

—, ventricular fibrillation, and cardiac arrest, 
electro-shock therapy, 211 

Arteries, carotid, ligation, morphological 
changes in internal ear due to, 228 
pulmonary, histopathology in bronchi- 
ectasis, 180 

Arteriopathy, stenosing, of Hunter’s canal, 
218 

Arteriosclerosis, renal, relation to hyper- 
tension, 181 

—, vein grafts and endarterectomy in, 219 

Arthritis, rheumatoid, cortisone and cortico- 
trophin treatment, 238 

—, —, hyaluronidase-haemoglobin disper- 
sion test in, relation to corticotrophin 
therapy, 237 

-, —, 11-ketoprogesterone in, clinical trial, 
237 
, —, massive-dose cortisone in, 238 
-,-—, plasma fibrinogen levels in, effect of 
corticotrophin with protamine sulphate 
on, 238 

—, with Addison’s disease: cortisone, 
orticotrophin, and deoxycortone acetate 

in, 234 
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Asphyxia neonatorum, endotracheal in- 
sufflation with oxygen in, 254 

Asthma, see also Status asthmaticus 

—, bronchiectasis in, 226 ; 

— in children, survey of work of a clinic, 203 
Atelectasis, transient, of healthy lobe in arti- 
ficial pneumothorax, 196 
Atomic bombing survivors, 

leukaemia in, 224 
Atropine, anhidrotic action, 186 
Aureomycin in mumps, 192 
with dihydrostreptomycin in brucellosis, 
193 


incidence of 


Bacteriology, 182-3 

B.C.G., intracutaneous vaccination in new- 
born, complications, 195 

Benzene substitute: ‘‘ cyclohexane’ 
city, 259 

Benzyl] penicillin, see Penicillin 

Bile duct, congenital atresia, 
graphic diagnosis, 209 

Bladder disease of endocrine origin in female, 
233 

— endometrioma, 233 

Blood, amino-acid nitrogen content, in 
fibrocystic disease of pancreas, 178 

— cells, see Erythrocyte; Leucocyte 

— circulation, see Circulation 

—culture: routine, technique, and inter- 
pretation, 182 

— groups, Rh° antibody titre in pregnancy, 
effect of corticotrophin and cortisone on, 
221 

— — substance in antitoxic sera, potential 
transfusion hazard, 221 

— pressure, high, see Hypertension 

— serum ultrafiltrate, amniotic fluid as sub- 
stitute for, 204 

—supply disturbances to 
morphological effects, 228 

— vessels, see also Arteries; Veins 

— —, pulmonary, abnormalities of, 226 

Brain abscess, diagnosis with radioactive 
silver, 246 

— stem lesions, disturbances of conscious- 
ness with, 246 

Bread, ergot-contaminated, cardiovascular 
symptoms in poisoning due to, 261 

Breast, 252. See also Mastectomy, etc. 

— carcinoma prognosis and ovarian cortical 
stromal hyperplasia, 252 

— —, rotational scanning with supervoltage 
radiation, 263 

Bronchiectasis, arterial changes in, 180 

— in asthma, 226 

Brucellosis, aureomycin or terramycin with 
dihydrostreptomycin in, 193 

— epidemiology, 258 

Burns, chemical, of oesophagus, and result- 
ing stricture, 205 

—, macrodex’”’ and oxygen in primary 
treatment, 241 

—, plastic dressing for, 240 

—, terramycin therapy, 241 

Bursitis, trochanteric, in bone and joint 
tuberculosis, 197 


, toxi- 


cholangio- 


internal ear, 


Calcification, parenchymal, of kidneys in 
duodenal ulcer, 181 

Calcium, submucous injection, and anti- 
histaminics in vasomotor rhinitis, 228 

Cardiovascular system, 211-20 

— function, effect of L-hydrazinophthalazine 
on, 185 

Cellugel as medium for streptomycin in 
tuberculous empyema, 196 

Chemotherapy, 188-90 

Children, asthma in, 203 

—., digitoxin tolerance in, 184 

—, growth failure in, vitamin B; treatment, 
256 
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Children, intussusception in, 210 

—, leukaemia in, corticotrophin and corti- 
sone treatment, 224 

—, pneumonia in, terramycin treatment, 226 

—, tuberculosis in, tsonicotinic acid hydra- 
zide therapy, 194 

— with cerebral lesion, carotid—jugular 
fistula in, radiological study, 264 

Chloramphenicol, effect of intermittent treat- 
ment on relapse rate in typhoid, 193 

Cholangiography in differential diagnosis of 
neonatal jaundice, 209 

Circulation, peripheral, evaluation by radio- 
active iodinated serum albumin, 219 

—, pulmonary, at rest and after effort in 
health and chronic pulmonary disease, 220 

Cirrhosis, see Liver 

Clam digger, urticarial dermatitis in, 251 

Climate and respiratory infections, 258 

Clostridium botulinum, effect of subtilin on, 
190 

Cochlea, sound conduction in, 22 

Colitis, chronic ulcerative, needle biopsy of 
liver in, 208 

Colloidal-red test for colloidal instability of 
blood serum in disease, 178 

Colon, splenic flexure syndrome, 209 

— hepatic, syndrome in liver cirrhosis, 
20 

Consciousness disturbance with lesions of 
brain-stem and diencephalon, 246 

Contracture, Dupuytren’s, effect of toco- 
phero! administration on, 240 

Cor pulmonale, cardiac output at rest and 
after effort in, 220 

— — in pancreatic fibrosis, 255 

Corticotrophin, clinical assay, 237 

—, effect on Rh®° antibody titre in pregnancy, 
221 

— in leukaemia in children, 224 

—-—rheumatic fever and rheumatoid 
arthritis, relation of hyaluronidase- 
haemoglobin dispersion test to, 237 

rheumatoid arthritis, 238 

— — — — with Addison's disease, 234 

—, intravenous, in status asthmaticus, 203 

— production, pituitary cytological mani- 
festations, 234 

— with protamine sulphate in rheumatoid 
arthritis, effect on fibrinogen levels in 
plasma, 238 

Cortisone, effect on Rh° antibody titre in 
pregnancy, 221 

—, eosinopenia induced by, mechanism, 234 

— in leukaemia in children, 224 

_ ene doses in rheumatoid arthritis, 
23 

— — myotonia atrophica, 244 

— — rheumatoid arthritis, 238 

— — with Addison’s disease, 234 

Cream, synthetic, Salmonella typhi-murium 
food-poisoning outbreak from, 258 

“Cyclohexane"’ industrial solvent, 
toxicity, 259 


Dehydration of infants, amniotic fluid ad- 
ministration in, 204 

Deoxycortone acetate in rheumatoid arthritis 
with Addison’s disease, 234 

Dermatitis, urticarial, in clam digger, 251 

Dermatology, 251 

Dextran to prolong action of hexamethonium, 
220 

Diabetes, see Pre-diabetes 

Dibenamine, phenoxyethyl derivative, see 
688A ” 

Diencephalon lesions, disturbances of con- 
sciousness with, 246 

Digitoxin tolerance in adults and children, 


164 

Dihydrostreptomycin in tuberculous em- 
pyema, 196 

Diphtheria immunization of elderly persons, 
183 
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Diuresis as measurement of renal function, 
178 

Diuretics, mercurial, in congestive heart fail- 
ure, induction of hypochloraemic alkalosis 
by, 216 

—,—, — — mechanism of unrespon- 
siveness to, 216 

Ductus arteriosus, 
ligation, 214 

Duodenal ulcer, see Ulcer 

Dupuytren’s contracture effect of toco- 
pherol administration on, 240 

Dust deposits in lungs, mobility, 260 

Dysentery, viral and bacillary, a dual epi- 
demic, 191 

Dystroph: »rogressive muscular, clinical and 
genetic s ady, 257 


patent, technique of 


Ear, internal, fluid physiology of, 229 
—,—, morphological changes due to dis- 
turbances of blood supply, 228 
—, sound-conducting apparatus, 

mental anomalies and _ their 
correction, 229 
Eczema, buffered preparations in treatment, 


develop- 
surgical 


251 
Electrocardiogram in hyperpotassaemia, 212 
— — secondary syphilis, 199 
—- — severe pulmonary emphysema, 212 
—, intermittent left ventricular preponder- 

ance in, 212 
Electrocardiography in diagnosis of biventri- 

cular cardiac hypertrophy, 212 
Electroplexy in cardiac arrest and ventricular 

fibrillation, 211 
Emetics, sites of action of, 186 
Emphysema, cardiac output at rest and after 

effort in, 220 
—, pulmonary, electrocardiogram in, 212 
—,-—, venous pressure as guide to pneu- 

moperitoneum therapy in, 226 
Empyema, tuberculous, streptomycin and 

dihydrostreptomycin in, 196 
Encephalitis, leuco-, subacute sclerosing, 

_ analysis of cases, 245 

—, — —, histopathological study, 245 
Endarterectomy in arteriosclerosis, 219 
Endocardium sclerosis in infants, 255 
Endocrinology, 234-6 
Endometrioma of bladder, 233 
Enteric, see Typhoid 
Enterocolitis, ulcerative, in infants, morbid 

anatomy and clinical studies, 254, 255 
Eosinopenia induced by cortisone and by 

adrenaline, mechanism of production, 234 
Ergot poisoning from contaminated bread, 

cardiovascular symptoms, 261 
Erythema multiforme exudativum, case 

reports, 251 
Erythrocyte size changes in different forms 

of tuberculosis, 194 
Erythromycin, laboratory and 

studies, 190 


clinical 


Faeces incontinence, retraining of bowel 
habit patterns in, 242 

Fanconi syndrome, Telation to cystinuria and 
cystinosis, 231 

Fibrillation, see Arrhythmia 

Fibrinogen level of plasma, effect on, of corti- 
cotrophin with protamine sulphate in 
rheumatoid arthritis 238 

pancreatic, pulmonary involvement 

Nn, 255 

Fistula. carotid—jugular, in children with 
cerebral lesions, radiological study, 264 

— of semicircular canal, surgical treatment, 
230 

Flies, see Musca 

Fluid physiology of internal ear, 229 

Food poisoning outbreak due to Salmonella 
typhi-murium infection of synthetic cream, 
258 

— preservation, antibiotics in, 190 

Forensic medicine, 261 


Gastrectomy, function of small intestine 
after, 207 
Gastroenterology, 205-10 
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“Gelfoam”’ in massive gastro-duodenal 
haemorrhage, 208 

Genetics, medical, 257 

Glucose tolerance in late pregnancy and early 
puerperium as indication of pre-diabetes, 
236 

Granuloma inguinale, diagnosis and treat- 
ment, 199 

Grid therapy, results of 10 cases, 263 

Growth failure in children, vitamin By,> 
treatment, 256 


Haematology, 221-4 

Haemophilia-like syndrome from anti- 
coagulants affecting thromboplastin pro- 
duction, 221 

Haemorrhage, gastro-duodenal, “ gelfoam ” 
in, 208 

Haemorrhagic fever, epidemic, of the Far 
East, 191 

Hearing after mesencephalotomy and thala- 
motomy, 230 

Heart arrest during surgical operations, 
anaesthetist’s control of resuscitation, 262 

—-—and ventricular fibrillation, electro- 
shock therapy, 211 

— contracfion, premature ventricular, effect 
of exercise on, 215 

— defect, intra-atrial septal, surgical closure, 


213 

— disease, congenital, surgical treatment, 
213 

cyanotic congenital, 


mechanisms for anoxia of, 

— —, fatal, in infants, 255 

—_——, functional, incidence in 
practice, 211 

— failure, congestive, hypochloraemic alka- 
losis due to mercurial diuretics in, 216 

— —,—, mechanism of unresponsiveness to 
mercurial diuretics in, 216 

— hypertrophy, biventricular, electrocardio- 
graphic diagnosis, 212 
—, mitral stenosis, angiocardiography in, 214 

—, — — of rheumatic origin, lesions of 
auricular appendages removed for, 180 

— output on effort in chronic pulmonary 
disease, 220 

— pain, lesser electrocardiographic signs of, 
217 

— sound, physiological third, incidence, 211 

Heparin in rheumatic fever, 239 

Hepato-renal syndrome, clinical features and 
treatment, 232 

Hexamethonium, prolongation of action by 
polyvinylpy rrolidone and dextran, 220 

Hexamethylene, see *‘ Cyclohexane ” 

Hexanone ”’, clinical assessment, 187 

Histamine antagonists with submucous in- 
jection of calcium in vasomotor rhinitis, 
228 

— release by muscle relaxants, estimation 
and comparison, 262 

Hodgkin’s disease, aetiology and patho- 
genesis, 224 

Housewife, disabled, rehabilitation of, 242 

Hunter’s canal, stenosing arteriopathy of, 218 

Hyaluronidase-haemoglobin dispersion test 
in rheumatic fever and rheumatoid 
arthritis, relation to corticotrophin therapy, 


private 


237 

L-Hydrazinophthalazine, effect on cardio- 
vascular and renal function, 185 

Hyperpotassaemia, electrocardiogram in, 212 

Hypertension, arteriosclerotic stenosis of 
renal arteries in relation to, 181 

—, emotional problems of, 249 

—, protoveratrine therapy, 219 

—, pulmonary, surgical significance, 220 


Tlotycin "’, see Erythromycin 
Industrial medicine, 258-60 
Infants, chronic Friedlander pneumonia in, 


227 

—, dehydration of, amniotic fluid adminis- 
tration in, 204 

—, endocardial sclerosis in, 255 

—, fatal heart disease in, 255 

—, newborn, B.C.G. vaccination, complica- 
tions, 195 


Infants, newborn, initial weight loss in, 253 

—_-,— , jaundice in, cholangiography in 
differential diagnosis, 209 

—,—, respiratory patterns in, and relation 
to deficient vagal control, 2 

—, —, vellow vernix in, maternal and foetal 
factors, 253 

—, rate of gain and satiety in, 253 

—, splenectomy in, effect on susceptibility 
to infection, 221 

—, tuberculosis in, isonicotinic acid hydra- 
zide treatment, 194 

—, ulcerative enterocolitis in, 254, 255 

Infection, air-borne, climate and, 258 

—, susceptibility to, effect of splenectomy in 
infancy on, 221 

Infectious diseases, 191-3 

Insecticide resistance, inheritance in Musca 
domestica, 201 

Intestine, small, function after gastrectomy, 
207 

Intussusception in adults and children, 210 

Iodine deficiency in human thyroid, 235 

Iron oxide, saccharated, intravenous injec- 
tion, immediate haematological results, 


2227 


Isoniazid, see isoNicotinic acid hydrazide 


Jaundice, homologous serum, development 
after human albumin infusions, 222 
—, neonatal, cholangiographic diagnosis, 209 


Ketone concentration in blood in mental and 
emotional disorders, 249 

11-Ketoprogesterone in rheumatoid arthritis, 
clinical trial, 237 

Kidney, see also Nephrectomy, etc. 

—, artificial, in acute anuria, 231 

_ "function, effect of L-hy drazinophthalazine 
on, 185 

— in old age, 232 
— in “ salt-losing ’’ nephritis, 232 

— parenchyma calcification in duodenal 
ulcer, 181 

— tuberculosis, see Tuberculosis, renal, 

Kwashiorkor: clinical picture, pathology, 
and differential diagnosis, 202 

—, history and relation of incidence and 
distribution to nutritional background, 202 

—, milk and vegetable proteins in treatment, 
201 


Labyrinth, 
search study, 230 - 

Lead poisoning, chronic industrial, causing 
chronic nephritis, 258 

Leprosy, isonicotinic acid hydrazide in, 201 

Leucocyte lifespan in man, 177 

Leukaemia in children, corticotrophin and 
cortisone therapy, 224 

— incidence in survivors of atomic bomb 
explosion, 224 

Liver biopsy in chronic ulcerative colitis, 208 

— — — some liver diseases, 208 

— cirrhosis, syndrome of impending hepatic 
coma in, 208 

— disease in chronic ulcerative colitis, 208 

Lung carcinoma, multiple sites of origin of, 
179 

— —, protective effect of silicosis against, 
260 

—  —, radiotherapy, analysis of 125 cases, 
263 

— collapse, see also Pneumothorax, artificial 

— —, reflex, of pleural origin, 225 

fibrosis, _silicotic, electron-microscopical 
study, 

_ aon of dust deposits in, 260 

— "tuberculosis, see Tuberculosis, pulmonary 

—, vascular abnormalities of, 226 

Lymph flow from foreleg of dog, effect of 
massage on, 242 

Ly mphogranulomatosis, aetiology and patho- 
genesis, 224 


vestibular endolymphatic, re- 


‘“* Macrodex ” and oxygen in primary treat- 
ment of burns, 241 

Massage, cardiac, in acute circulatory failure 
in surgical operations, 262 


1¢€ 


Massage, effect on lymph flow from foreleg of 
dog, 242 

Mastectomy, radical, pathogenesis of oedema 
of arm after, 252 

Mastitis, plasma-cell, and secretory disease, 
radiological and pathological study, 252 

Medicine, forensic, 261 

industrial, 258-60 

—, tropical, 201—2 

Méniére’s disease, correlation ot pathology 
and symptoms, 230 

Meningitis, tuberculous, severe delayed forms 
after treatment, 198 


-, —, Streptomycin-treated, spinal arach- 
noiditis in, 198 : 
Mesencephalotomy, audiometric findings 


after, 230 

Meningocele, occult sacral, in adult, spinal 
cord and local signs, 248 

Mercury ointment, ammoniated, acrodynia 
after ingestion, 261 

Metabolism, 204 

Methaemoglobinaemia, congenital idiopathic, 
laboratory and clinical studies, 255 

Methyl alcohol poisoning, pancreatitis in, 261 

Mitral stenosis, see Heart 

Mumps, aureomycin treatment, 192 

— orchitis, prevention and treatment, 192 

Musca domestica, heredity of resistance to 
insecticides in, 201 

Muscle relaxants, estimation and comparison 
of histamine release by, 262 

Mycobacterium tuberculosis, in vitro action of 
tsonicotinic acid hydrazide on, 188 

-~ —-, multiplication within normal phago- 
cytes in tissue culture, 182 

Myocardial infarction, aetiology and clinical 
aspects, 217 

— —, shock in, pressor amines in treatment, 
218 


Myotonia atrophica, cortisone treatment, 244 


Narcosis, reticence in answering questions in, 
250 

Nasopharynx tumours, primary malignant, 
22 
228 

Neck, posterior triangle, trapezius paralysis 
after minor surgery in, 244 


“Neopenil”’, intramuscular, in neuro- 
syphilis, concentration in cerebrospinal 
fluid, 189 


Nephrectomy, bilateral, in dogs and rats, 
pathological changes after, 177 

Nephritis, chronic advanced, due to chronic 
industrial lead poisoning, 258 
, salt-losing condition of kidneys in, 


232 
~, —, review and case reports, 232 
Nerve block, splanchnic, in acute pan- 


creatitis, 205 
- —, stellate, in pulmonary oedema, 216 
, Spinal accessory, injury after minor 
surgery in posterior cervical triangle, 244 
~, vestibular, streptomycin damage to, 230 
Nervous system, autonomic, familial dys- 
function of, 245 
- —- lesions, reflex activity with, electro- 
physiological study, 243, 244 
Neurology and neurosurgery, 243-8 
Neurosis, blood ketone concentration in, 249 
Neurosyphilis, ‘‘ neopenil”’ therapy, con- 
centration in cerebrospinal fluid after 
intramuscular injection, 189 
isoNicotinic acid hydrazide in 
tuberculosis, 194 
— — — leprosy, 201 
~ — — pulmonary tuberculosis, 195 
—-, tn vitro action on Myco. tuberculosis, 


infantile 


158 
resistance in pulmonary tubercu- 
losis, 196 
urinary excretion, 188 
Nisin”, antibiotic properties, 189 
Nutrition, 204 


Oedema of arm after radical mastectomy, 
pathogenesis, 252 
pulmonary, antifoaming agents in, 185 
procaine block of right stellate 
xanglion in, 216 
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Oesophagus, burns and resulting 
stricture of, 205 

Old age, renal function in, 232 

Orbit fracture, diagnosis and surgical treat- 
ment, 240 

Orchitis, mumps, prevention and treatment, 


192 

240-2 

Otorhinolarngology, 228-30 

Ovaries, cortical stromal hyperplasia and 
prognosis of breast carcinoma, 252 

Oximeter, application in clinic for internal 
disease, 177 

Oxygen, endotracheal insufflation, in 
asphyxia neonatorum, 254 


Pachyderma, natural history, 201 

Paediatrics, 253-6. For details see Chil- 
dren; Infants 

Pain, cardiac, lesser electrocardiographic 
signs, 217 

— conduction and gelatinous substance of 
spinal cord, 248 

—, subdiaphragmatic, reference from colon, 
209 

Pancreas; fibrocystic disease, 
nitrogen of blood in, 178 

— fibrosis, heredity and possible mutation 
rate of the gene, 257 

— —, pulmonary involvement in, 255 

—, prolonged infusion with glucose, experi- 
mental study, 235 

Pancreatitis, acute, splanchnic block in, 205 

— in methyl alcohol poisoning, 261 

Paralysis, trapezius, after minor surgery in 
posterior cervical triangle, 244 

Parotid gland tumours, aetiology, 205 

Parotitis, see Mumps 

Pathology, 177-81 

Pemphigus vegetans, 
correlation, 251 

Penicillin in syphilis in pregnancy, 200 

—, benzyl, 8-diethylaminoethyl ester, tissue 
concentration, 189 

— preparation, intramuscular, in neuro- 
syphilis, concentration in cerebrospinal 
fluid, 189 

— sensitivity, method for reduction, 189 

Pethidine, clinical assessment, 187 

Pharmacology, 184-7 

Phenadoxone, clinical assessment, 187 

Phosphorus, radioactive, in polycythaemia 
vera, effect on bone-marrow picture, 223 

Pleural effusion, intrathoracic manometric 
study of unusual physical findings in, 225 

Pneumocystis carinit in lungs in interstitial 
plasma-celled pneumonia, 227 

Pneumography, retroperitoneal, by presacral 
injection, 264 

Pneumonia, chronic Friedlander, in infancy, 


amino-acid 


' 
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sure as guide to, 226 
Pneumothorax, artificial, transient atelectasis 
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—, paralytic, prognosis from cranial nerve 
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— virus, complement-fixing antibodies in 
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—  —, intracellular distribution in central 
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Puerperium, pre-diabetes in, glucose toler- 
ance as indication of, 236 

Purpura, thrombotic thrombocytopenic, 
clinical features and laboratory findings, 


222 


Radiology, 263-4 
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Reflex activity with lesions of nervous 
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Respiratory system, 225-7 
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amines for, 218 

Shoulder, calcifying tendinitis, x-ray therapy, 
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—, protective effect against 
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ceptibility to infection, 221 

Splenic flexure syndrome, 209 
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Tropical medicine, 201~2 
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